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im&mi] (i) mm-^: ixm£>ztL&T $ smmmtm— 1> L<nmn 

^T^K^ti-^iafci:^ (2) IE?iJ#-^: 7 <D^~?thfr<Dm 

vm^xm t> $ ti& r ^ y £ ^r-t & ar > k £ £ a -e oil £ 

£te^oilto^i£t£i*v^ 

^y^Vitzit^<DiM.^XZ> 9 (2) @B?iJ#-^: 3~@e^iJ#-^: 7<DV>-f*L^O@5 
tz It Z com. t <7>#§£i£ Z tz (i v ^ ;W5it £ ^ft $ & ffrfrfc £ tz \t % Oilo * 

mm-%xmt>zti2>T< ;wmm*^~tz> u k^-/^ Ft^^m^ 
rni\z^tz>G&&M&'&mi'*7*?--m&mz tzit^^t^^ztzit 

-<or<ymm^^ir^Gm^n^mu^y'^-m^Mztzit^(Dm.KM 

t&T*-*YXtbhmimZUWL<Dfc&®Ztzte*<D&o 
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^-v I 2/ 



ymse^Jtiwi— *> u< tiUKWtcisj— ^>r^ ysfeEyij*^i-*GsaK 
v * -t 9 - se @ * fci* o^-a-^i tz \t v ^ Msit & geft $ -tt- 

suae, ^lEttin^uSL. 7vv^ ^e^tt^jflL&ftjflL^ ^ttxn^f- 
mwm. T)vy^<i~?-m. '*-*>v>m, mmm&mmwim (als) 

> sunt. w-9-^3>f k-vx, urn^u wmm, mmmitm, w^v-y^^y 

HK« £ ra-O T ^ y gfeEfll £ S^Tf & G S 6 Hr 7° * -«S JR * ^-^r 

—GOT 5 /BMB?!I GI6f^IV-t^-gef^ L < 

FathifiL, flS@^> Sl*B*M&, #Mtim> fl»Jt> 2>%&mm, T)\<y 

/*-*>v>#s, iiittitiiti (als) > ^^xjr« % fa 
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3/ 



Mf$«i i] se^J#-^: iT^^tt^T5y^@e?iji:|wi-^L<^ge*j^|si 

Mu ^ttinvb-f^, aamifiu Mfe sm^l-tf 

, #ft3S^> F^#®> ^l&ttflMlaE. r;v^w^-#i. ^-#>v>^ mm 

mmmmtm (als) > ^x^, mm&, mmm, ag-wap;*-^ 
, mm^m^ m&B&, mm, m^^^j k-->*. mmm, m-mm, mm. 

-<or $ ;mim*^-t2> Gi6t*sii/-by^ -aajt*fc«4*o«^ 

STifiU ^lti'U7h-fx, JUffiiliu IMPMi 

, &smmm, rw^^-m. '*-*>v>m, mm 

mmmmtm (als) > x^xii, mmm, «tti«fflp;*v^ 

, vmm$k, mm, my-*** k— *>x, imms^u saa^ mm 
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§12 0 0 3- 1 1 8 7 6 0 s*-~J 

itifc, TW*4-*-m. ^-+>vv#, «53lffiittfi9m«<ts (als) . 

4k. lAttR®^ rfflgifc, *n->^ ?«tt;«:&> tittle 3£ 

flip, K-v*, JHftggu «ifc», M*fb^ ^n^77x;H-^ 

1 5 ] @e?ij#-5§- : i x*mz tiz> r $ ; t m— i> l < i*£jf h ura 
ra— & t < *±^» w k iig--<*> r * y mee^u £ ^r-t & g s e sc^m v -t r * 

-S6ir* ^fi^-OSS^^ K£a- KtS^'j * * l^^-f- Ks-^rta* 0 '; 
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& # V * * V * K ffiffi W ia^Sfi^iJ * (i ^ O-SIS £ ^ L X & & # 
[»**18] «JL 7V;^-M, &£tt«UL 7yv>a ge 

v>m, mmm&mmmtm (als) , x>fXHf, wr& m^ra 
k sr^-r * ^ v 5? * v * h% ttz i$®m-&m 4 1 sm<7) r =/•- * h 0 
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•/^ K«r 3- k-*-*#»; * * l/*^ K***i-J6#y * * Kfc*1iW4tt 
&BE?fl * tz it * <D-%> £ L T * & # V * * W * ^ h\ $ fc 5 IBft 

cor hoffifflo 

[0 0 0 1] 

GI6f^Il/>b^>-ISI (FPRL2) nmm*!£Wt 

%> o 

[0 0 0 2] 

t-7T>GI6gMlV>t^-IfifoiofcU, FPRL2W 
tlTV^ (^tf 1) o 

F P R L 2 ^73*-^ h IT, ^^-7*^ Trp-Lys-Tyr-Met-Val-M 
et-NH2**«# £*LT£I9, i^FPRL2 Ltv^it^i*? 

GHRP-6li, d^GH S (growth hormone secret 
agogue) ■ r <~77~ V~C$)2> ^ ttf%\htiT^Z> ($F&WXWt3) 0 
S C P Ati, 7^777 (Aplysia) ft^OftJ^-Zf- V^>bU<OftWmifo 

RFRP- 1 - 1 2^^RFRPIi > 7n ^ * -^V^rMitfPffl^ fc^f 

-a-n^f KY (NPY) tt, ffiJtfigfu ^f'jXAHf, ^o«^$ 

6) o 
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[0 0 0 3] 

Hmmcm i ] 

Genomics 13 (2), 437-440 (1992) 

[IMWfcfclR 2 ] 
J Biol Chem 2001 Jun 15 ; 276 (24) : 21585-93 

tiwmxm 3 ] 

Science. 1996 Aug 16; 273 (5277) : 923 

Proc Natl Acad Sci U S A 1985 Jun; 82 (11) : 3925-9 

timmcm 5 ] 

Biochim Biophys Acta 2001 Sep 26 ; 1540 (3) : 221-32 
mm Xfr^XD-t^X] (1998. m^<Dlkm±) NPYO:^(P.152-P.164) 

Biochem Biophys Res Commun 1984 Feb 29; 119 (1) : 14-20 
[0 0 0 4] 

FPRL 2 KM-f&ffifz&V if> K<E>&5e, feiOTPRL 2 b* 

<dv if> Y<Dm&*mk1rz>z. tZEWttZo 1r%t>%, *5&Wi*. yarvK 

^fKi:FPRL2 tO^tt^M^^^ft^t (T^rf-^K 7^- 

■f-Kt FPRL 2 fcOij§^£^t$^&lfc;^ (T^^Xf, T=f-X h 
) itzteZvm., is K^^f- KtFPRL 2 t^tt^'^U-t-i. 

[0 0 0 5] 

[1M * tf & tz tb <D #S] 
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P-6 3) , SCPA (@B^IJ#-^: 4) , tMRFRP-1-1 

2 (W&m-Slr: 5) , pNPY 6) J3 «t ?>*t: h M— a-n^y>C 

7) P R L 2 It V Kffitt^^t : t ^ £IU Lf; 0 ^ 

[0 0 0 6] 

cio (i) ir~mozti&T<ymmqtm--i>L<i±mM&^m 

Kifc»±*<0tt;&j:o f (2) se^l#-^: 3~g^ij#-s§-: 7ov>r^^Kyij## 

"e^*> $ *i & T ^ 7 mie^J £ ^ff £ V # > 7 K £ fi -5- OS £ 

Ki^lif^J:^ (2) E?iJ#-^: 3 ~@£?!j#-§§- : 7 <Wf a^OEJiJff 
t?a*>$tL*r^y HKE^a * ^1" & Jtr > 7* K * £ * OS £ & 

C3] ±IB [1] IBmox^U-->^^t^t±_h|fi [2] K«0**V-- 

vm^r : 1 x~mt> z r 5 y mmw t m— i> t < w^sse*; n iig-o 7?y &e 
$sm&mz&^zGm&n&'imu*7fi-m&nttzte^<D&i l ztt-?2>T 
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[7] ±IH [4] «B»OT=r^xh*^rfrft*i«jS., rv;v^-M> i&E 

itm. T^y^T-m, 'i-*>v>m, mmmn.mmw<tm (als) , ^ 

C8] ±13 [5] SBttOT h***rLTfc«fc«PF^ fctt 
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, mman., mum, mwwm, ^mmm, ss^i, &§mmt&, t^vsw? 
-m, s*-*>v>m. mmmmmmw^ (als) > *-<<xmm, 

rfm?&. m&L&, ?v->m. mmmzmik, mamm, mm, m^^^^i v- 
ci i] ix-mzfr&Tz ;m.m\\tm—i> L<\±nnm^-<nT 

mmitfc (als) , *4xm&, ttn& mmm, m&rmv mm 
rmm, ^vfiti^ mm&mm&, mmfc, mitm, *u->m, mm 
n±m&, mm?&, mm, amm^ k-vx, mm. mmm, mmmtm 

Fife, #^^i§f!l^MJcN itW1£jfiLJEtfc^^ttJflLWrt^@^f^ 

^ftin-7Kf^, ib*^ >;*t^ jsffijOL. nut mnnm. &m 
mm, mw-m, &$&m*M, r^v^^^-m, '*-*>v>m, mmm&m 
mmtm (als) , ^xm&, mat. mmm, ««-iw«p; «^ 
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[13] ge^ij#-^: lt?^$tL*T^/»EyiItra— <>t<{i^KW»3liI-OT 

^ "i^f, flgmjflL, iws, mum®, mm. &mmitm, 
7*y*<i'*-m> '*-*>v>m. mmmm&mmtm (als) , x^xn 

K-v^ Mffcff, M^bg. ^of;7x^h-Wi 

£ a - K-T & # V * ? \s * f- K Sr ^ft & # V * * l" * K i: ffiffiiM & JSt^E^J 
[16] Pi?Li&%^LT. ®E^J##: n^$*U>7$ ymE^iJhlWI-^ L 
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t^jfiu ^ttxn^h-^, y jjgmjfiu jh«& 
mmmmmim (als) , ^xjbhe, «ttH»v>-r^ 

> ilttlfi^ ffilMSiWflljfe, *n-> 

oifiLtt^-£\ Wife, &fc&<o&ffl%MKJ&. mffi&MB:-£tzmm&toMfom 

^jflLtt», iiftx^vf-fx, s&^a,, y*v*-, ngm^ n 
, mmmmmmm (als) , x^xit, wk& ahum* *ttw*p;* 

, 9oit^, &*t&oji*!i&&&£s a*fiajflLjEifei±eFii&i4jfli^r 
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* n - Kf £ # U 2 * V * f - K Sr £^Tt &#y**l'**-Kfc ffifW^ME^iJ 
[0 0 0 7] 

C20) (i) M^m-^: iv&zfr&T$smwffltw\--i>L<imnmzm 

(&T\ FPRL 2 fcB&fa-t^)) , fOg^^f Ki fci±*o&fc, 

(ii) FPRL 2, •eogfcfr^y?- K£ tz\$%<0&t, y K 

££#mt-f a-tffi (1) sa«a>** y-->^&> 

C2 1] ( i) &WLfc';55r> K^^f-Kf fctt*Ott£FPRL 2> ^<0g&^ 
^y^K^/c(i-eom^M$^^i:, (ii) ««Lfc';55T>K^y^K* 

»$^»'fr»C^»t*, WBLfcy KifcttfOttOFPRL 2. 

-e 0183"* y K S tz it OS KSt-f & £ S05e L , it^t 2>Zt& 

[2 2] (i) mmLfzV ify K^f- KifclWMFPRL 2 Sr^f* 
«B!&tc«tt$^:fe^fc, (ii) HlfcLfcy 35T> K^"/^- K*fc»±«€-0«l^ 
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[2 3] (i) WtWtLtzV ifV Yi-f* Ki/;ttWI^FPRL 2 &^Tf& 

mmvmmfrKmM-mttzWi&t, uo mmLfzvjr>v^y°?-vttzi*z<D 

[24] (i) «iLfc'jr/K^f Ki^lWtt*, FPRL2*a-K 

#£*&sh-* ztKx ^xmmfmnmi^<ommm^MLtz fprl2 iz&m 
mtfzm&t, go MmLtzv#>v^7^v$tztez<DM&£zjmMfcit&® 

^IIIMWi)g||i:ML/;F P R L 2 ^j&^Tt^K&lt^ {R 
fft L/cV # > K^^f - K£ f:li-e^F P RL2 £#1" SOS U it 

i-*±sa Ci] ia««)^^y-->^ r ^ 

[2 5] (i) FPRL 2 £f£1$tt^-Mt^%t fc&^Ojgfc F P R L 2 Sr^f 

(ii) FPRL 2 *Sttft'f*'fk'&**/i»±*0 
JtfiiOWfcfttHltF P R L 2 Z^ir&mm^mM2*£tzm&l l z]$tf2>, F 
PRL2*^tfcJMBflSO|n|«fiHt«:*5eU Jt«i"& - 1 *mWit-fZ>±M [1] 

[2 6] FPRL 2 *®ttft1-*ftfrt&£;fctt*Ott*:> FPRL2*3-Kt 

Sr - £ X o t^tffW<7)«li:Mt/: F P R L 2 K&fcftS 

-^fc^t, F P R L 2 ^jSW^jt^^dif^fci^t^^i 
ifSK^WtMt/:FP R L 2 fcSHtt£Hi:fc»'frfc;fc»t*, FPR 

L2£4hf *fflii&PM&fiH£*ffl£U Jtttfrt* i £#m£1-&±fE [1] ffifc 

[2 7] FPRL2^^^fc-r^^W ?1 J^>K^7 p ^KT$>^±fB [2 5] 
ttzit [2 6] SBfW>**y-->^3ffe 

[2 8] FPRL2*^W^-*ffl!&*/i*i^^Jt®^*^i-&ifc*!RF»i:i- 
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C2 9) FPRL2*3-KnDNAmnDNAmt4l«ic.^^ 
Kf&ilL£FPRL2£^i-££££#mti-&_hfe [2] ifi^X* 1 ;-- 
[0 0 0 8] 

FPRL2WU M^.t^ n h^ni?Lt!i^ (#UxJ^ -^we^K 7-;K 

, wsfflna, ^uT«Baa. #$t», Annua, 

^jfeii, ±&«flji&, rtj^ttua, i«itfM«, mmm, 
mmm&, %&mm (m, 7^77^, t«, bjhb^ ^j.?^*^- 

mu #m> *&m&, &wmm. $immm, mnmi> l < itmnmm. ttz 
izztitofflmommmm, &mmi>L<i±ir>mm%i?) ^mmmm, ttz 

mmm, ±m&&m, mm, urn, mmru, w^rm, mm, /.mk 

, mm, mmm, mmm, mk, mvtm, Em, mm) , m n, 
mm, mu jhhu itmm, m<Do, #«, hjw\ gut, mm, m, m 
im (m, *m, /Mi) , mm, mm, <t«m, mm, mm, wrm, ^mm, * 
mmm, w$.m, m%, mm, mm, mm, mm, #»««r^ #n 

, mi, #§s, mm, ^m, ^?*7T-i?&z<Dfim&mm&tfti&&Mmm 

[0 0 0 9] 



ffiliE# 2004-3047212 



#M 2003-118760 
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^(wi^ (^ij, ^ o . o i - i o om, ft* t < am o . 5 - 2 0 is. £ *9 »^ t 

<{±i&0. 5-2^) X^^^t^fttL^K Ztib<Dm&<7)^m*?S&M<V 

[0010] 

*tz, FPRL 2 t L"Cfi> a) I 1, : 4*fc»4K?!l»^- 

: 6-e^t;bS*L&T ^ /mSB^J^co 1 tfcfi2tl^± (Er£L<li. 1-3 0-0 
*fjg> JOifrtlXttl-l 01@ffj£, ZbKft* L<imm (1-51) ) <V 

#•^•1 6t^$wr? /mse^jic 1 1 fcti2«m± ($ftt<^ > 1-3 o 

^Jg> J:«9»t L<(4 1-1 OjS^Jg, ^^C^Ktiti (1-510) ) 

<dt $ swLrfitmLfzT $ ;mm, c) 1, sesw-^-: 4*?zam 

?m-%: 6x*mfr2ti&T $ ;mmm*<o 1 *tz\$2m&±. (ft*L<&, i~ 
3o»ijs. i^st<iii-i ommm. zt>KftiL<t±m.m u-sis 

[0 0 11] 
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bZti&T$ymffl*&m't2>FPRL2 £ti D# ti"* F P R L 2 tt. 
3ga*#;W1**v;Ug (-COOH) , *WyP-K-COO"), 75 K ( 
-CONH 2 ) ttzit^XT)^ (-COOR) <afa*i"CaboT& 
iCT*xxfJH:^tt^R t L-Cti, fliltf, n-^n^ 

. a-t7W^C 6 - 12 7'J-;i'S > 0llx.tir, ^>v;k -7^;^;i/& 
^-)v-c i_2 7;v^;vi^^c 7-1 477;v^;vi?)(i^ MPffi-^r- 
F P R L 2 * v (^zliA^yWH £;prL 

<7)7^I^fIS (tf!lxJ£\ 7-b^& t'oc 2 - 6 / 4 

frtlklk £<D C 1 _ 6 7 v £*) TfiHi $ *tT 4 & NM^4#:rt^ 

OfiJ$l±<7)gm* (#!!£(£, -OH, S H % 75/1, 'fSrV-ZHfe, -f> 
K-;v^ ^7-vV^^^) («£lf, 7-fe^-^ 

%£<DC 2 - 6 7^*/^^S4^C 1 - 6 7yJVi^a t»ff$titv^ 

& o 

*»FPRL20*#:«hLTii, Mx-lX, @S^J## I l-?it:b£*i&7 
5 ^mie^iJ^'b^^ t: hfi*FPRL2 (Genomics 13 (2), 437-440 (1992)) 

[0 0 12] 

FPRL 2<7)Uid-^^V (OT. KtB&fBi-^^^^,) a 

Ttt, _LfBL*:FPRL 2 (DUfr^-fT YX~hti\£m*i(Di><DX-$)<oX iv^J 

ttiSE^F 2004-3047212 
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5>: 18/ 



^frWtcJi, BE^m-^: l-e^$tL&T5yafeBByiJS:^r-t-*FPRL2oa5 
KtLtl^ j^7X147°n y Mjfflf fc&^xmmtmm (&tM£ (Hydrop 
hilic) gpfi) ^&ZtfrtirZtLtzUfr*&1s'<7?-V-?$>2> 0 ttz, j&7K1£ (H 
ydrophobic) K*>pg*fcfc:fl§v*«& £ fc*»"C# & 0 M*tf> K 

L< tt%)9 0%&_tu «£ L< lift 9 5%&±<omffl&*G-f2>T5. /$*@E 

[0 0 13] 

tfc, *§m<oBQ"*-7m*. ±mT<sMm\w<Dittzte2m&±. («f 

i L<ti, 1-1 OflftlJ^ HC^Ldill (l-5«) ) OT< 

Sfctt, *OT5yfllBB5IIlClifcli2«m± («P£L<ii> 1-2 0 
«SJK> L<fil~l 01B@J£, $t>tcjift L<ttM (l-5«) ) 

£*)]&tL<itmffi. zbKftt L<iti-5mmm) 

*»W«)«^^K»±C5MI*»*^##">^* (-COOH) , 
**+yl^-> (-COO-) > T ^ K (-CONH 2 ) £ tzit^7-)V (-CO 

(ttzit*fl'tf*z/i>- b) ^tLtv^jn^ *m->W7 5Hb 
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$»FPRL2 ££fi^Og&3-^-7> KOilt Ltli, i^fcttMiKT) 

c^iv^tLtit ix.if, &$sm (^ijx.jf, *im> ji 

[0 0 14] 
[0 0 15] 

■f-^oc^WT-fc h75 K^^^#m, * t 'J7^V;i/7 5 KWJ3t> 4- (2' , 

ttiiE^F2 004-3047212 
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20/ 



4' -^^y7x^-tKn^^;i/) 7x/^->fI % 4- (2' , 
4' -y^ h+y7x^jV-Fmoc7 5/xf;v) 7x;*yfJ|ftt!:ftf-5 

i£|g£JB^&c:fc5& s -C§£^ #ic. *;v*yM5 K&ri*J:v\> #;i/;KSM * K 
SttTIi, DCC> N, N' -^vrn^*^#^5 h\ N-^;v- 

^^i^Smbl'ti^-fe^WSlMWJ HOBt, HOOBt)tfci 

[0 0 16] 

N-^fWAT5K, N, N-y7f;l/7-bh75 K, N-**-/Hfnij 
^H^vFI, \£Vi?>, S>3fr4Mf->, f b7tKn7 7>4^i-f;vi 
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[0 0 17] 

^ry*;i/^-;K Cl-Z, Br-Z, T b'J7 

7z^;vW7^ ;K Fmo c & ^* f fflv>?>tL*o 

#JxJ£\ r;v^^xxfMt (#!)xJ£\ *?-/K -x^K 

/<>y*;vxxf;Vv ^>Xt F'jjvxxf Mb) 7xty^x^f;v^ ^> 
^t^y*;v*-;vt K9VKft, ^-y^'J-^h + y^^^x^k: K^v 

®!xJ£\ xxt;Hbi^(ix>-f;Hl:t:iot«It^u 

jRr;i':&>''Oi'3k ^>y*^;vi:5:^7n/f;vi > ^>v;v*3f V7>;W1?— ;v 

f oyy<7)7x/-;i/tt*»Mit Ltlt Wittf> Bz K CI 2 - 
B z 1 > 2-xbn^>y;K Br-Z, * -v^r V -ff-^tSu t*1)*m^bti& 

o 

-2, 3, 6 - b V DNP, ^>y>t^y^f ^ 

> Bum, Boc, Trt, Fmo c % Ffim^bfc&o 
[0 0 18] 
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, 4, 5-f'J^OD7xy-JK 2, 4-y-ha7x;-;K yT/^f^ 
T;l/r7~;l/, ;^-fo7x;-;K HONB, N-tKn^y^^y> N 
-tKn^y7^H<K, HOBt) t <7)iXr-;iO &Wffl^<b*L& 0 

fli^i* ()») Mi: Ita, 0Hx.tf, Pd-I$,-5WiPd-Ri)5; 

* b\ 1, A-ffyy^-jr-fr, 1, 2-x^>yft-^^^i7^*f 
h 'J7'f77><7)'f>K-;i/riIi t-Cfflv^tt^^;v^;v*(i±|50 1, 2 

[0 0 19] 

m&m) mzmmmmtxmizLtz^ m^??- vrnvx^v a - t $ ; 
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[0 0 2 0] 

/Sv^C^oT, $>2>\s*lZ^§&m<VF P RL 2 £®^&^^y~-*r-tH2J$r?-& £ 

xz& 0 ^(Dm^m^m^mmtLxit, rnr^a) ~ e ) k 

a) M. Bodanszky $3£Zf M. A. Ondettu ^7°f- K v^-fev'X (Peptide Syn 
thesis), Interscience Publishers, New York (1966^) 

b) Schroeder£ «fc tfXuebke, *? ^7't V (The Peptide), Academic Press, N 
ew York (1965^) 

c) Mmm^m, ^^-v^m^mmtmm, (1975^) 

d) ^mmm isxzmmtit^ ^t^mmmm u lat^m 205. ( 

1977^) 

e) ^mmmm^ mmm^m^ mum ^^k^ fcnmm 

• Wife? w W 7 4 - • W^ B B H^if^|i.^^-^T^:§l§g^^^ 
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[0 0 2 11 

$»FPRL 2*3- Ft LTti, JifBL^f|?l! 

WFPRL2*3-Kt4«iE9iJ (DNAJ^IiRNA, 0f LO±DNA) 

Tti, $»FPRL2^3-KnDNA, mRNAf (7)RNA-e$»^ H 

SlRNASfcliDNA I RNAO^^'J >y KTfc «fcv\, — ^§lO^Ji> -feV 
(1-&=b-^ a-K«) •C^t^ T>f-fe>^il ("t 5^3- K 
11) T^otU^o 

^uwgsanTU rsfPCRt^jsfflj 15(7), \m%WL<D-%m%tz\**:*i\zmK 

*^FPRL2*3-Kt*DNAtUI±, y/ADNA, y/ADN 
Ay 4 ~f*7 V *-> -tffi L fcUMS • &f&Sl3fc<£> cDNA, ±15 L toMl ■ 
^cDNA7^7'J- ^iDNAOVifii-etJ:^ 7^r7U-f:ffflt 

v>1* *LT-£>o-C& £fz, _bSBLfe<fflH& • ftttU OtotalRNA^ fclimR 

NA®53-£fl$£Lfcfc<D&fflv>-Cii:^Reverse Transcriptase Polymerase Chain 
Reaction (J^T\ RT-PCRfttB&W) X otifiti - & 

o 

JMfcftKfi, 2fd&^Ot hFPRL 2 £n- KtSDNAt LTIi> 00x.tf, 

se^ij#-^ : 2-?mt>ztL%> i&mmm £ &ts+ & d n a „ s tz i±e?!)#^ : 2 
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i-V. 25/ 



%&±, i t < t±^9 5%JSl±0*|B|tt**-t&a»K?l|«:^*-r*DN 

[0 0 2 2] 

(£\ t^a7--^n--/'^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) HRIftW^fe* ^ KfifeoTfr ? 

^f'J > v h tt, ®JxJ£> h V -^AIS^ 19-40 

mM, £f £ t < ttift 1 9 ~ 2 0 mMT', 50~70t> SfiL< ii^J 6 

o~65 r^^^^i-o ^ h y * AmBt&m 1 9 mM-Ciae**^ 6 5 *c 

«t Y) JL#|ft K {i, B«nj#^ : 1 T^fc Zti&TS./ m.m&\fr <b&&^hFPR 
^IPJOFPRL 2 Sr3 - Ki"* DNA^>ffi3feE^JO— ifcli»DNAt 

[0 0 2 3] 

#3&9§fcfl£*.tf> FPRL 2mtt<7>^Wi£tiim%L*mmi-2>Zi:(DX*£2> 

^FPRL2ta-mDNA atfUEKTOTt § I&tt U ^ L ^ -6 

o Ltz$VZ?U*1-V mm) it, FPRL2lfe ; rORNAt^^y'J 

* £ F P R L 2 Mi R N A t OfflUf^ffl t T F P R L 2 «{£?-<7>#&m£ 
fltft • Mnct^-Cl-So FPRL 2WmRNAO^£*LfcIE^JKfflMffJ 
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* * h\ *iO r FPRL2 MiSRN A fc#*WKl^>>f "TU ^ Xf 

& i h § £ # y * * 1^ Kii, ^frrtis J: F P R L 2 itfe^O 

**-k, ^^k^ij * imm. t^^-r (sail) toRt r*tts-*-&j ^n, 
5' s§6-^~x^r ♦ y tr-K 5' #y*^K« 

L xmiR L^S^ FPRL2 iHS^I*! OftlM £ * tLTMlH 

o 

[0 0 2 4] 

ut^tl^o 7>f*V^ • #y p^l^^Kli, 2-ft^y-D-'J**- 
X^tlt^S'fVft^yV^ * Wf- K> D-y #-^t*tlTV»i 
*°y V 9 Is*?- h\ ~fV >£ fcttlfy < y>Ii©N-^'j3y KT?*** 

ifeli^Nacft^Sr-^r-^A^OflfcO^Uv- (tU I,f'j7-liDNA^R 
NA*fciji,ffi£*i& «t ? tem&^^TV >r*?m.&<DttM*W?&1r &SBg£ &o 

DN A> 2*ilRNA. l*glRNA, $?>t:DNA : RNAM^'J f Kt* 

$>&is<7), *wf<Dtt^tzi><D, ^^-MtSttfc&o, iffi)ik±<DJZ%i<Dz? 
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) %£<DMm&*^LX^&i><D, << >?-JjU> Y4k&%d (fllxJ?, 

y jtrtry ^ ^&&£-^ri-& < , ^^tL^^co^o^^M 

y ^isi^tfy * rvMb^tt^yy ^.t^ey ^ *an*±*-o 
^om#^*^tc ^t^otj; ti&in $ tL7t * * v * f- vis x mm £ titz 

^<7) tAIH $ fix v> X £ v^ 0 
[0 0 2 5] 

*^07>f-fe>^ • *y J**V*-*-K O&SO RN A> DN A> 
v> fi^fji $ ttfc^m (RNA, DN A) Xibho £ tL/cftO^ <h IT 

^t';^^VtvK75 K <£> frfl? K (Di><D fimW bfl&i)*, JrtUimfe 

zfi&ktDXteft^o &%m<vT >^*y *mw*>x<o x 7 %ttfxftt L<m 

id LXmMlZMWtfrmxm.&<mt>fiXi$t), J. Kawakami et al., 

Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 

ttJSE# 2004-3047212 
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^-v: 28/ 



oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

**n-r& i d k« < # v u v > o * -9 a ?h y fflmm t onsftm * 

-K Wf>*i*o :U/:^ti> $cm<£>3' 3»*&v^±5 

3-;v£teD#>t L7t^M^-e*n^tLfc7Km*<7)^*^frf^tL^>^\ ^-ti- 
le Kjg $ *l ^> & o -e »± * v > o 

[0 0 2 6] 

y^- K*3- K-t^ttifeE^ISr^l"* i><DX-$>tll$^fr%:2> i><DX~h^Xi> X 
v> 0 y;ADNA, ^ADNAy'fyy'J^ ±gBLfc*imi& • &8fefi3fc 

OcDNA, ±fBLrt:*ffl/fe • li^c DNA?^^ 1 ;- ^DNA^)^ 
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M «3mRNA®^*P*L3tfc^>=S:fflv»Tii[gfReverse Transcriptase 

Polymerase Chain React ion (J£JlT\ R T — P C Rfeb BfrSftf & ) «fc o X Jfipi 

DNA, tfctt (2) @S?!)#-5§-: 2T^t?$tL^m*ie^!|i:^^7, h V >v^>- 

5 yWJ^fj^^F P R L 2 fc^KWKpg®oi&te (flu y # > Kjft^fiH*, 
@z#]#-s§-: 2 t^*j $ ti^Mfi^iJ^ ^yj/^x-el^DNAtLtJi, $i 

xJ*\ SB^iJ#-^ : 2 -C^bStLfc&lfeEyiJfcffi 8 5 %£JUl> £r£ L < lift 9 0 % 
£Uh, £ L< f±&9 5%&±<Dffim&*m'f2>t&&W.m : £^-t-2>DNA 

[0 0 2 7] 

*%m<D F P R L 2 $ tzl$Jr<DU$"<-7°?- K (WT, F P R L 2 t H& 

IB"*" * S:^:3-KnDNA^^n--^^^t Ltli, 
#f&9! O F P R L 2 OSB$Mfi2£E?U * *rt h D N A -f 9 v - * ffl v > T P C 
R ft ct o Tit *B1" & #\ £ »±it*!$ 3: ^ * * - DNA *^f|HJ (7) 

FPRL 2 0- *BJ**v^i^|i*Sr3- Kt*£ DN A©ftf*& L < ii^DNA^ 
ffl ^XWM Lfz & <D b tfVW ^ V ^ -if- v a > «t o T^SlJi"^. -I § & 

o Mry/'f-b-yayoMtt, tajxjf, ^v*^?- • * n-^>^- (m 0 

lecular Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press 
, 1989) KfEmo;££&^Kt£oTfr&d Ct^lSo TfcJt <£> 9 -f 7*9 

>j - z&m-r 2>m&. mtn&m&wmizRM.v'xmzft'D xn% i^t &x § 

[0 0 2 8] 

DNA<Dmmgffi\<?>$mii, PCR*?2;%a<D*y k m*.&> Mu t a n tm 
-super Express Km ) . M u t a n TM_ r (S 

ffiSE# 2004-3047212 
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mm. (W) ) %£'*m^X. ODA-LA PCRa, Gapped duple 
xft, Kunke 1 ^ i#^^&^>^, Wi-etub fcig C&:7Jf£K#o 

^n->jk$tL/cFPRL 2 Ki"4 D N A & g Ift K: J: ^Ot^U tfz 

T#& 0 i£DNAte^-<05' ^MKIilRP^&n K>fc LtOATG^IfU 4 
£3' m^MKJiiPRJ&itn K>fc LT<7)TAA. TGAJ^IiTAGSrtlT 

*HiWFPRL2(7)M^3'-!i, WAlf, (>f) $»FPRL2^ 
a- Kt-£DNA^aiftt1-&DNA^Jf £i^ffiU (n) iDNAifr?: 

[0 0 2 9] 

^^^-i:Ltli, K (#!k p BR 3 2 2. pBR3 2 

5> pUC 1 2, pUC13) „ tt^mffi^<7)-7 0 7^5 K (0!U pUB 1 1 0. 
p TP 5, pC194) „ mn^-fy^^ K (#!k p SH 1 9> p SH 1 5) 

„ si*x.u?>( frx%:Z:<DWl l ISllV4)l'X&}? Olt^ pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Ne o^»?>^o 

±2: LTffl^&i^fi, SRa^n^e-^-, SV4 07 t n^-^- LTR7° 

o 

J Lv^o f i^xyx 'J tTSlT^Sf ^li, trp7n^^-, 1 a c 7° 
n^e-*- N recA7D^-^, APl7° d ^-*-> lpp^nt- 

Hi^^^^IItiS^li, SPOiyo^-^- SP02-^ 
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u^-*- N PGK-/n^-^-, GAPyn^-^-, ADH^o^-^-ii 

0 7 p n-t-^-^^0^ tv^o 
[0 0 3 0] 

^'MffltoV^tA', SV4 0W)y> (&T\ S 

V4 0 o r i ^ri***) & if S:^tLTV^ <*>£ffii/*£ CI tWC 

I^-*-tUli, tfiJxJf, ^HKDltlTcif (JiTF\ dh f r 
i: ffitt ^VM/H-1> (MTX) > T>tTv 

mT> Ne o r fc^-t**^**^ G4 1 8iM£) f*WbtL-5 0 
CHO (dh f r-) tt^ffi^t d h f rimMv-*-fc U 

KoN**ffl9tc#ini-*o ^a^vi'; trut^^t^ p h o a • -> 
^■J-zneyiU Omp A • istr-rn'Wmttt'tf, frxmmy3b&Hr&ii 

m^hh^s&i^ mf a • /nayiu sue 2 • v^-^aj^j&if. a± 

[0 0 3 1] 

i->x'J H TJIB^WJ £ L*C{i> xyx'JtT • 3'J (Escherichia coli 
) K 1 2 • D H 1 (yny-y'V^X- ^y-^ • fyat^- T#r^- • * 
7* • jiy W X • • -9-* • (Proc. Natl. Acad. Sci. US 

tttfiE#2 004-3047212 
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^-v! 32/ 



A) , 6 0m, 1 6 0 (1 9 6 8)], JM1 0 3 [* 9 4 V v ? • T v > X • V 
■9—^ (Nucleic Acids Research) , 9%, 309(1981)], JA221 C 
v'f-t^-t^'^Hi?- • /Utny- (Journal of Molecular Biolo 
gy) , 1 2 0^, 5 1 7 (1 9 7 8)] , HB 1 0 1 • • 

a7--^tny-, 4 1^, 459(1969)], C600 [i^x^f^y 
(Genetics) , 3 9t, 4 4 0 (1 9 5 4)] ^t^fflv^tL^o 
^f;l/XJ|Itlt(^ • Xf^-y^Ts (Bacillus subtilis 

) MI 1 1 4 [v->, 24% 255(1983)], 207-21 (v>-^- 
;V-i7-AMt^Uh'J- (Journal of Biochemistry) , 9 5t, 8 7(1 
9 8 4)] ^tiim^hfiho 

if h Itli, #9 x_ f t'>*n7/f't7 -felxVfv^ (Saccharomyces cere 
visiae) AH22, AH 2 2 R~, NA87-11A, D KD— 5 D> 20B- 
12. y^t-^n^^-b^ (Schizosaccharomyces pombe) NCYC 

1913, NCYC2036, fci^rT (Pichia pastoris) fc^d* 

[0 0 3 2] 

3f5vffrfb8HJi& (Spodoptera frugiperda cell ; S f SBflS) Trichoplus 
m&$z<VMG lllfll&> Trichoplusia ni^Pfi5fe<7)High Five T M#ffl)]^ Mamestra 
brassicaefi^^;M3£teEstigmena acreafi3fc?>#ffljfe& iftffii^ bfc& o V 
^^^BmNPV^(t (Bombyx mori N ; BmMffi) 

%¥-t>m^t>tiz> 0 ms fiiatii, wid s f 9mm. (atcc crli7id 

x S f 2 lffllfe (ELt, Vaughn, J.L. ib. >f > • 4 i$ (In Vivo) ,13, 213-21 
7,(1977)) & WfflV><b*L&o 

(Nature) , 3 1 5^, 5 9 2 (1 9 8 5)] 0 

mmmm.t LTd Wx.^ t«COS-7, Vero, ft^-XA 

A^^-isacHo (mr> cHoa^i&fa) > r 4- 

-X^A^^-«CHO (WT> CHO (dhf r ~) fflfotmi) > 
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[0 0 3 3] 

Proc. Natl. Acad. Sci. USA) , 6 9%, 2 1 1 0 (1 9 7 2) ^y-> (Gene 
) , 17%, 1 0 7 (1 9 8 2) &t:\ l z&m<Oj3feK$£vXff& J )Zbi>*'e£& 

O 

A'f;V7ll^if^t-5,i:(i, mm, • T> K ■ 

;V-yi^T^;n (Molecular & General Genetics) , 16 8%, 1 1 1 ( 
1 9 7 9)fc^fcfE«0;fr&fct£o-Cfrfc9 Clii^-e^-So 

*-»«r3^WElfc"r*H»4^ mm, * v yX • >f ^ • xyf^ny- (Meth 
ods in Enzymology) , 194%, 182-187 (1991) > 7°n v-v> 
• • -9* • tvat^ • 7#7^ - • • t^xyy/fX • • "9 s • 
(Proc. Natl. Acad. Sci. USA) , 7 5%, 1929(1978) 

* t^zmm^m^^ xm & 0 
m&mmttzim&*fm&&-t&iz^ mm, ^t/t^;nv- (bi 

o/Technology) , 6, 47-55 (1988) £ X\zW&tt&\Z^<z> X'fttzn 

263-267 (1995) (^ttHfr) . ^nny- (Virology 
) , 5 2%, 4 5 6 (1 9 7 3)i:f2t^t:^ot^n t^T'il.o 
CIOidKLT, FPRL 2 F1"& DN A£^t&f§m^ * -"eff£ 

Kwazti&t&i&b. Lximw&mmmx$>*) y *<D*\u±mz&msifo<o!SL 

mmm, imm^^m^^^h^o mmmttxit 
, mm, ^vn-x, r*xvv>, ^smnmn, vai^^ ititu 
(4, mm, r^^-v^m, mwMm, n-vx^-r- v*-, 
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[0 0 3 4] 

y^^^-t>M9^m [5 9- (Miller) , y>-t^- t7-x^^^>7 

• • ^I^^-j-^ — • 4 y 7 7 (Journal of Experiments in Molecu 
lar Genetics) , 4 3 1 — 4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) tW3:L^ 0 i^^Iia ^ 7 U <ffl}fr J £2>tz& 

o 

H±^xyx'Jb7lM^ tgrnimigfol 5-4 3tt^3-2 4 B#Fb1 
a±^^^^^Jim J§«{i®^ 3 0-4 0 6-24 B#|flm & 

(Burkholder) ft/higifc [Bostian, K. L. yny-y>^*.t 
y • if • ^-V3±;V • T#7^ - • • t>fx>y/fX • ^-y • if • JX-ai^ 
.x- (Proc. Natl. Acad. Sci. USA) , 7 7%, 4505(198 0)) ^0.5 
%#if5/m£^rr&SDig:H! [Bitter, G. A. -fu*s-*?V ?X > it? 

• if • tyat^V • 7#7*5- • • t'fxyy/fX • ^-y • if • jx-^r_* 
- (Proc. Natl. Acad. Sci. USA) , 8 1t, 5330 (1984)) &m?b 
ti&o WpHI^5~8Clltl)«i L^o t&m*mifcft2 0-3 5 
r-e&2 4-7 2WPWff*v», 

[0 0 3 5] 

ace's Insect Medium (Grace, T.C.C., (Nature) , 195, 788(1962) 



2004-3047212 
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^m<opmtm6. 2-6. 4 ciit^^^t lv^ 0 ^ti±if 1^2 7t;f 

&J3-5 BF^T&v^ &^i,zfczxm^tm$:1)Uz.z> 0 

-2 0%OlMB^lfiLVt*^tfMEM^ (Science) , 12 2^, 

5 0 1 (1 9 5 2)] , DMEM^i (^^nny- (Virology) , 81, 396 
(1959)], RPM I 164 Oifitij • . *f . T ii> • 

*7*<ii3)V * 7Vyi-ya > (The Journal of the American Medical Associ 
ation) 19 91, 5 1 9 (1 9 6 7)], 1 9 9M (/ny-y>^ . t7" • 
Hf • y-^-f xf • 7 * - • if • /*>f tf-n s;#/u • * -f* * > (Proceeding of 
the Society for the Biological Medicine) , 731, 1(1950)] % t*iF 
m^hti&o pHfift 6 -8 LV> 0 ^#t±j§#i&3 0-4 Ott* 

«£ -5 It, f^K^m#o,«rt, ffil^ fcttiWIftnJw^l&WO F P 
R L 2 £&J&-£La6&£ k#t|4 0 
[0 0 3 6] 

1 0 0 TM^ f<7)# If tt^J^J tit ^ J: V\ §t^t:FPRL2^ 
^©±?i: LT#«btL^#±ff N *«^tiam«[it>^i ft* F P R L 2 <D 
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[0 0 3 7] 

^< LT4«t**|SiOF P R L 2 ©gftJi, MfcLfcyar^K (V V 
[0 0 3 8] 

*3M9©F P R L 2 izn-tZ&m*. *»WOFP R L 2 *BIRLft«iMFC 
*»W<BF P R L 2 »C*ti-*«E#«±. *»WOFP R L 2 LTfflVN 

£ *fc&fciojfc# $ tit»tjflL?|f osiitffi k|£o TMiti- set a*-e # & 0 

[0 0 3 9] 

(a) «=&y ^n-^;vt/t^^jjaof^|5l 

*ti&fc$>&w±mfc, ttmittMz&s-ztiZe w*KmLxmtmik&* 
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•$-lt& «tv^ 0 ^#(ia#2-6^tcini-ro % it2~i o wmm?r%t>ti2> 

(Nature) > 2 5 6%. 4 9 51 (1 9 7 5^) ] iZ^mM 
EG) ^-fe>r^^;^^^^Wf)^^ ifSL<l±PEG»^tLS 

o 

#£tM*fflJ3&£LT&, 0gx.tf> NS-1, P3U1. SP2/ / 0^WWb 
P3U1W L<fflv»5,*t* 0 fflv^*L*fit#0^jMia (MM) 
»t#««iBIflSUfcto«F4Lv»Jt*ttl : 1-2 0 : lSJR-cabD, peg (0 
* L< fi> PEG 1 0 0 0-PEG6 0 0 0) A»l"o-8 0 %®fl?<a«j0t?«SiO 
£*U $>2 0-4 or, «fi L<(i^3 0-3 7X^^1-1 O^B'f^^ 

[0 0 4 0] 

flUtt^***)*-*, tfcv**&^n;/v> >mt**m^e>*L&) ttzlffu-r 



ttiiiE#2 004-3047212 
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38/ 



mx.l$, 1-20%, #£L<(i 10-20 %^4 1 l&iBJfll^Sr^-tf R PM 

ii64 o«mbu i~io %o^M^jfiLrt^^trG i Ttgm mytmrnum ( 
$o ) t tztt^jyv v-^mmm&Lmmm (sfm-i o i, Bymm m 

) ) ^tt|v^CJ:^i^«^ ii#2 0-4 0r, #2L<f±& 

3 7m^ 6 ®#5B-3iira. &*L<nim%-2mmx$> 

[0 0 4 1] 

(b) ?u-i-)vfofe<Dmm 

m$vMr£. deae) iz x hmmm, m^m, r 

mmizx lofcfecDfrzwfrL, m&zmmz^xfafczn&'ifcmm^W;') izm. 

[0 0 4 2] 

tztf^xmyklrZZ.ttfXZZo Mltlf, ftmm (FPRL2EH) t*^i) 

%mvMz-&m*ft m&^«^«^?>f p r l 2 iztt-r&fcfc^m 
zmMLx, fcfo<Dfrmmmzft% : ?zti,z±«)mmx£2> 0 



£UfE#2 004-3047212 
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^-v*: 39/ 



-)yf'fD^n7'rA 3r — * — ;u • 'J>^7h • A^yj - >#£M;.lt"tr^ 

2-6 as^tc i info, tf^j 3 ~ i o mnmf % ? - t^-c § & 0 

*?> o 

[0 0 4 3] 

mWM^^ir^^'f^Y (GHRP-6) , 

wmw^-m-t&^^y (scpa) , 

(3) 5xmzii&T < ymumtm~*tii±mMM^ffl-<DT < ; 

mmm^^-th^-f^-v (rfrp-i-12) , 

miE# 2004-3047212 



#M 2003-118760 



: 40/ 



m.mm^^ir^^'f^-v (-a-n^f ky;npy) , 

Wm*t&rt&'<'?W (-a-n^>'>C ; Ne u r ome d i nC) 

mm&, mm^, ^ j m«. P§g/?itt, 'Wmm, ^> 

mm, mmm&, w^-wmm, ^mm, ^wmm, m^mm, iiiiisi l < a 

^tL«boa« s ^-t^»*?>^^ai^, ^ijx.^ m, mo&mz m, mm, m 
mm, Jzmmmm, mm, mm. tmru, m^, /wbs) > ^m, r 

w. mm., mm m, *mi&, ftii m^o, mm, &m, m 
m, m, mim (w, ±m, *m) , ^m, mm, mum, 
, mM.Bi, m%, $m, j&m, =f-n. #> mm, ^mmzm^-r^^v 

[0 0 4 4] 

r§6Kttfc:ra-J fcliV^r^K^r^KOffitt, FPRL2^i^ 

ffiSE#2 004-3047212 



!$m 2003-118760 



^-v: 41/ 



[0 0 4 5] 

K59***-t*^^K^ ^tif nae?ijf t : 3. mm-^: 4, @b^j#-^-: 
5 , w&m^ : ettz nmm-^ : 7tt$^7^ flfcKTll* & £ * >; if-y k 

^^Kk*jrwnra-o«tt (tt«) **t*-*ro, ttuRjes*.* to-cut 

> @s^!l#^: 5. @s?ij#-^-: 6ifci±E?!fflHg-: 7t^$^7^ ./mSE^Jfo 

l*fctt2«LL («x.tfl-3ttRj£, #*L<l*l*fctt2« W7^i 
^ft£:L*:7^$?SB7!k b) .IE?iJ#-f- : 3, ffiJWf-: 4, @E?iJ#-5§-: 5. SB 
m&: 6tfcttE8l«-: 7T«**L4r5y*EMfci*fctt2-BJSUb (ff 

c) S£^ij#^: 3. K?iJ##: 4, eai**: 5, mm^: eitzimm 



i±ilE# 2004-3047212 



#M 2003-1 18760 



7-C^$*l*T5 ymse^iJfOl £/cli21BJ^± (01lx.tf 1 - 3 ISfiJt, 

0 * l < t± i * tz ti 2 is) or*; wm>m<o &T*e& ztitzT ^ -/ m@e#i 

[0 0 4 6] 

fc&^&tt^O^^T^KBB^J (011 x.i^ FLAG, 

&Be^J;^fcfc*^^K&W:£#fct-ay K^^-Kli, C3fci8h& , *;i'#* 
(-COOH) , (-COO - ) , TSK (-C0NH 

2) ffcti«x;v (-COOR) t^otUv^ 7U'^^i«t 

Ci-ex^f^t:*»t4Ri:Ltlt n-7*nt?;i/ 

^f-;K v ^ nA^yjvf <^c 3 - g y ^ n 7^^r ;vS> 7^~;k a 

— ;i/-C 1-2 Tfr*)\/Mi> Klin - t7Wf A'$Oa-t7f/l'-C i 

y # > -7°^ Krt s C ic ij )V v ( t tz \$ i3 )V tf* ~> V - I> ) 

t*MW*IB*Jw^»t*y K^7*f - KK^£*l& 0 :©|^x^f;H: LT 



ffiSE#2 004-30472 



&m 2003-118760 



43/ 



10 0 4 7] 

) w7$/i«ii ($lx.f^ r-t^g^coc i - 6 r^ay 

fliJiLtoa^ (fiUtf-OH, -SH, 75yi, -f>K- 

c i _6 Tfr* y j )ism*$<Dc i _ 6 7viHf) x*i%mzftx^2>i><D y mm 
Ltz^-foty & v ^ k^<7)^^ i; ^ h% c *^<7) t < y mm. 

mmm^^fx^xtx^o 

(1) GHRP-6 I 

His-Trp-Ala-Trp-Phe-Lys-NH2 (IB^J#^ : 3 ; T r p l*DfeX$>2>) 

(2) S CPA : 

Ala-Arg-Pro-Gly-Tyr-Leu-Ala-Phe-Pro-Arg-Met-NH2 (@B^!l#-^ I 4 ) 

(3) t MRFRP-1-1 2 (hRFRP-1-12) : 
Met-Pro-His-Ser-Phe-Ala-Asn-Uu-Pro-Uu-Arg-Phe-NH2 (S£^J#-^ I 5) 

(4) y^M^-^-n^yf- KY (pNPY) : 
Tyr-Pro-Ser-Lys-Pro-Asp-Asn-Pro-G 1 y-G 1 u-Asp-A 1 a-Pro-Al a-G 1 u-Asp- 
Leu-Ala-Arg-Tyr-Tyr-Ser-Ala-Leu-Arg-His-Tyr-Ile-Asn-Leu-Ile-Thr- 
Arg-Gln-Arg-Tyr-NH2 (@B^J#-^ I 6 ) 

(5) kihM-^-n^v>C (hNe u r ome d i nC) I 
Gly-Asn-His-Trp-Ala-Val-Gly-His-Leu-Met-NH2 (@e^J#^- : 7) 

m (m. mmm, mmm) Tfrtv^mm.) t$t<Dj&*m^bti, 



ffiSE#2 004-3047212 
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^-v : 44/ 



[0 0 4 8] 

;v#J9I, t: Kn^y^f >v#fJ8g, ^ > X t K V )V y 5 ^#Jjg, 7?y^f JUWffi 

#11, #'J7^'J^7Um 4- (2' , 4' -y^^>7x^V-tK 
n^v^^-;v) 7W*->$-J3I, 4- (2' , 4' h^y7x-;i/-Fm 

-T 5 Vmt LXit, DCC> N, N* -yMv7ne^WyMU\ N-^ 

ffiSE# 2004-3047212 



#0 2003-118760 



iti^tci^^tt'fbtc^^-fe^'fk^iljT^WJ (^JxJf. HOB t> HOOBt) 
HOB tx^fH^v^liHOOB tiXf;VtU*l9^Ml7^ai^ 
[0 0 4 9] 

. N, N-^fWA7U', N, N-yVW-bh7U* ( N-*^/U 
5t3K. h'j7^tnx^ y /-^f07)P3-^ y^fM^^^yKfW^ 
-b > - > ij -7°n t?*~ h y )V*if<D- Y 'j )vm, *BM f-^, fEm^^O 

0-5 O'Cof&B^iSlilji^Sfr&o fSDfrft £ fifzT < J 

J: 0 +^4«^Srfi 1 4 9ii:mSo R/Sfclfc & LX i> +^4«fif^# <b 

HII-WT^MiltLtli, Z, Boc, t-^>W + y 

Cl-Z> Br-Z, 7^>f-^t^ry*;V^;K h'J7Wn7 
-b^;K 7*n^f;K */i/^/K 2 - — h n 7x- xx;v, ->'7x-^ 

[0 0 5 0] 

^;v*>v;u*{±. T;i/*;i/x.*-f-;wt (^Jx(^ 

fcBSE#2 004-30472 
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^-v: 46/ 



hD^>y>xxf;K 4 — > h 4 y^>y';vxXf;K 4-?nn^Vy>x 

*;v*-;HiK7yFl t - 7 h v * ;i/ * - ;v t K 7 ^7 Mb> h 'J ■f-zm K 
y V Y\m Cio T^1" -Sit ^-e § * 0 

(Ci-6> T^ij^^A/^ ^>7^f;vi^ra^;vi, ^v^l/t+y* 

t-rf-;vif-e*i,o 

f n y v^) 7 x / - ;H4*^ofiit LTli, MxJi\ Bz K Cl 2 - 
Bz 1, 2-x^n^>y;K Br-Z, t - y^;i/^WB^«b*L&o 

-2, 3, 6 - h V ^^-^^O-tf^X/U*— ;K DNP, '<>y>*^y^f;l' 
. Bum, Boc, Trt, Fmo c^ ? fflv^tt-5> 0 

m&vxfrtf^i/frmvmmkztitzkvt tta, ^iit 

, 4, 5-f'J7nn7x/-jK 2, 4-y-fn7x;-jK y7^f^ 
7*3 -/K ^5-hD7xy-^ HONB, N-tKn^yX^yU\ N 
-tKn^y7^;WU\ HOBt) fcox^f^] ^ ? fflv>f>tL^ 0 

[0 0 5 1] 

#«3l<a!fc* (JKtt) ^fttUli> Pd-I^-SVMiPd-Rff 



a4lE#2 004-3047212 
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^-v: 47/ 



i*«7C^<)ffl^c>*t^ 0 ±!Bfc^fcJ:*Bi*RJfcMU -*-&J- 2 0-40 

, f-*7— V-/K ^7^1/7-^, V**-Ji'7>Ji'7 <t Y\ 1 

, 4-y* l, 2-^*>v>*-;i'^oJ:^&#^*>«i£#J 

2, 4-> ? -hn-7^~;v*(i^-^-'7iy-;v^S^j: 0^*$tL, 
[0 0 5 2] 

5fcS»o a - r ^ y *<ofi&«afeo * *° y ^ •7^ k £ c * ;v v ;v 



mSE# 2004-3047212 
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^-v: 48/ 



<7>Mt£: LTii, 0dx.tf. JsJLTO©~<DlwfB«$*L^^5fc^**^»f?>^*o 
®M. Bodanszky &£tfU.L OndettK ^7"^ K ■ y>tvX (Peptide Synthe 
sis), Interscience Publishers, New York (1966^K 

(DSchroederio J; *>*Luebke. *f • ^7°^K(The Peptide), Academic Press, New 
York (196530. 

®&&m*m, F^wiitm 2l#owo (197530 , 

(DfcAi&W SJtfWKIfe^ U SfiR^ft^IV. 205. (1977 

30. ij^rr 

©&mmwm®. mmm&nm^ mum, ^-/f- k^> j£jh#j£ 0 

Jf> Y^-ff- Y\ztt-tZ>i6m\t. $^OFP R L 2 K#-t&VCfo£mi&te 
[0 0 5 3] 

V 1f > Y^-ff- K> FPRL2. FPRL2i^3-KtSDNA (&T\ 



ffiiE# 2004-3047212 



Sfcm 2003-118760 



^-v: 49/ 



[0 0 5 4] 

( i ) *»m©fp r l 2 (Dm&F&izmm-r&mB^&j • ftaaw 

FPRL2$y k clim3-Kf^*''J^?V^f K (flU DNAt) fct'fcS 

PftJS., 7V;v^-fel ^> $£ttflft£J!U T^V>* (Addison' sd 
isease) , ifi*ittMttti> ^t^nvf-fX, §£-£A,, V 

. (^utf. jHffijiiLfti«H«awsoi8Ufli«i»#, 

-*>v>m. ffimm&mmmm (als) , .^xim) , wmfe, 

15^ rHfefe) > #JfiL^ (0U BfeJfiL^ ttittva y fi»>3 7^ 
« (Crohn' s disease) . itSHfcfclHBfe) > (flU lfi«i^ SJffi 

[0 0 5 5] 

U;^T, £.fcft\,zi3\,*X V ify Y^"ff- FttzliFP R L 2^M^LTV* 
& £#1::, 'J K^Z^ Kofea^ffl^R9#T-§ (>; K^y^ K4 £ 
liFPRL2<0^i) JM***/****^ a) 'J **> Ki^liFPR 
L 2 *MM&£4WU 'J JtT> KifcttFPRL2 OS£«5L/i «9 > 

b) (>f) FPRL2*3-Ki"*DNA«:SE^mS:-^LI&3R$*&ifctCi 
oT, (n) Wfti:44iJ6t:FPRL2*3-mDNA«:#At 

it* K^r^- Kt fciiF p r l 2 oft«r*iira$^ u k^t"^ kokp 



mtE#2 004-3047212 



ijf m 2003-1 18760 



^-v: 50/ 



U;^'ot, a) V#>K^7^K> b) FPRL2i/:iic) FPRL2S: 
3-Kt4DNA!:> U 2f > K^7^- KS 7fc*± F P R L 2 <^H^£KM6S-r & 

mB^Vj • temMzzommt Lx&mt&z tares & 0 

jMfcftncii. >j K^y^ f p r l 2ffcf±**woDNAtt^ 0o*.wr 

1, 7v'V>i (Addison' s disease) , g £^14^JfiLttS:iflL> ^Iftx'jx 
vf-f^ U^v^S (Milt F^mMraMg^O 

#JxJ2\ ^-*>V>#i. ^«H4ffifl«^ (ALS) > 

3-4 xmm > fs§ii£, mmtk waMmvwr* mmmmm 

^ ife^ttHi^m (M> ?u->m (Crohn' s disease) , *t014:*:J!§5&) . ^ 

mm) . &<t^ 'bffimm, o otttw^ j?f w^oiifu^^^, m 

'J K^7"^ Ki fcttF P R L 2 fcJifB^Bfr • r^^Ji: Lt«fflt4»^li 
[0 0 5 6] 

*^ODNA*±|B^IW-f6J|tt!li:tT«ffli-&»'frtt, *$&E<OD 
^ >f T v yx-r y K »> 4 ^ ^ * - & £<D&M tn^t KWX L tz&. 



miiE# 2004-3047212 



#M 2003-118760 



51/ 



Mx.lt, a) K^T^K, b) FPRL2i^:lic) *§&W<DDNA& 

, •&WKfcCXm : &*1MLtzm?k 7J7Mr;v£lk -X'J^v^k -?4?U-t>~?%: 

£fi\ a) 'J**>K^^K, b) FPRL2^;(ic) $^<?)DNA*4I 
[0 0 5 7] 

XT-TV if* isty&<7)£ ^ fcflrtaU '> a ?LHf fett^ v U V 

. *>&wmm&ft\ m. ^jvM-fsoTM, hco-5o 

[0 0 5 8] 

ffi!E# 2004-3047212 



<&m 2003-118760 



^-v: 52/ 



ttz, _tfe¥H> • fernm*. mz.it, mmm mx.it, v>m&mmm, wm 
tfj^Aiw) , temim mx.it, ^t^^^^-^A, a»^n*^ 

c^j:^ KLxnhtL&mmi&ik'?i&mte.'c$>z><7>~c, mint, m*?m% 

W$a mk.it, 7-;h, ty-y, r*. -r^, -9- 

fc*?fcJ: OIKi^)^^ &P«t5-o*£\ —titmzmx.it, &&Bm (M6 
Okgt It) iz&^Xli, -HiCO^O.l-lOOmg, ftZ t < fift 1 
. 0-5 Omg, «fc*)£f£L<teftJl. 0-2 0mgt'iS,^Mi:S4t 

0Ox.tf, ttl«W«>St?tta#«ittf, j^At (#1:6 OkgtL 
T) fc*5V>-C«U -H(:o|^0. 01~30mgtl, ffiKli^O. 1- 
2 0mg@j&, iO«f*L<ti#«jO. 1-1 0m g mm*ffim&fmz£V)i9t^ir 

&<oimi&'k"chz>o mvmytwm&ti, #S6 0 k gMtzi)K&MLtt*& 

iPft4©*^ -Wi:^Jx.lf, (#fi6 OkgfcL 

T) fci*v*TW\ -0Ko#g«jO. 1 - 1 0 Omg, ftt L< lift 1 . 0-5 0 
mg, J: L < itm 1. 0-2 Omg-efc&o *ftnWi:«i4t4»*l^ 

> fl!x.ff> ^It^J^^Ttiii^Jx.^ j&Ej&g- (#16 Okgt It) fcfcv* 
T(i, -StcoiftO. 0 1 -3 OmgtS, jiff t< fiftO. 1-2 Omgg 
BE, i^JKlillO. 1-1 0mgiS^«MCJ:")^t 

^tll)o 

[0 0 5 9] 

miiE#2 004-3047212 
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^-v: 53/ 



(2) ft&TMftt 

* (O D N A is ± 7 V f -b > ^ D N A l±, yn-^i: LT^ffi-r & i 
J;}). KYttzi±m%M%9 7 7h, ^-7X N 

■)v> -f*. -9-^*^) K&nt&^f&f^OFP RL 2 £ fciifO^y 

fK^n-mDNAJ^IimRNA^f (atfe^lMf) 

tlSOf, Wx.lt, iDNAJ/:limRNA<7)l^ v^iUmfS 

tf> S#»y-fWN^r'J^4f-y3^PCR-SSCPa (^V^ 
(Genomics) , H5^, 8 7 4-8 7 91 (1 9 8 9^) , -?Uz/-i?> 
XX • *X • -9* • t'/atiV • T#7*3 - • *7 • t'fiVy^X • *X • JX- 
•X-Xx; — (Proceedings of the National Academy of Sciences of the United 
States of America) , f£8 6^, 2 7 6 6-2 7 7 01 (198 9#) ) % t~ 

k j: «9 mn-t & Cl t £ &<> 

®lx.J£> 7 -if^W XV ^■b-y 3 >i:j:f)FPRL2 ^fim^T^ffi 
£ tt^^F^ PCR-SSCP^HJ:i9DNA ^g^ll^m £ fitz^^t , 

^«x.(f> «t&. T\s)is*?-mB„ &mmm!g~ rwym (Addison' s 

disease) , ^ e^tt?tJflLl4^JflL, ^Ittx'JXvHfX, W&A,^ 

/<-*>yyjf§, jffi$ffirttJ!|$&rfc£ (ALS) , .x>fXJ!g£) , ftJUifc, ffH 

MS&jfc> rfHifc) > #JfiL^ (01U BfcJfiL^ Wllttyay^ rtllttvsy^ 

, X^Ai^ttJlfelfiL^ ^y^ya^gfi) , ifc£1£Jj§gim (M> 

>m (Crohn' s disease) , tt^14»i^) > ifeStW^M (#!k 11140^ 3£ 



mtE# 2004-3047212 
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^-v*: 54/ 



— 3u «ilf> / — if WW ^ 45- v a > J: 0 F P R L 2 Of&^fjUJ 
[0 0 6 0] 

-rfcfc*>, *5&Wi±> tfOx-it (i) Mffi?L»Oa) jGl$u b) 
KSS. c) KS*MMtL£feitfc L<t»^ *fc»4 (ii) 3&JflE&#&££- 
f tL^^B^OFPRL 2 <AmRNA**a!l5£-f* #§§BjiO F P R 

[0 0 6 1] 

O 

(i) jEtt&zwtm&^Tfr&K MugjMfe (Wz-ix, 

•9-*% t7v\ 7**, ^n, -f*, «fc t) #Mfctofc*iT/l'y'W 

7-*W5^, v**, ^-9-^^) fc*tLT\ £#1 Wilt 

^s*^) *>z>^\±wm&*Yvx mint, mtk^m^x, i^y 3 7^ e^Bt 

&btitzfflffi,K&Z tL&#S§BJ§<DFPRL 2 0mRNAIi, tfiJxJf. 

J: «J&^<bmRNA£fl&tBU 0Hx.tf, TaqMan PCR^^f 
S^SitKi »)Sgit4Ci:*«T?|, S^ftio^gUJ: *fy~fxi 



2004-3047212 



4M 2003-118760 



^-v*: 55/ 



(ii) *»FPRL2 *3mi-*^»<EtJM*:*±fBO^ifeJ=fl6v^ilL, 
I£ff£®ie&'ffcK#£ *L**S&9§<0 F PRL 2 <7)m R N A £: IWHtK LT^fi, «?*f 

[0 0 6 2] 

*^<^FP R L 2 ^f&^ifc^b^&lb^tW* * V - ->^*(± N 

(i) CT^^v^i^m^T , ;^ii Miiitiit/^LT, . 

~ 1 2 B#Mk J; 19 ft* L < f± 1 B#fTO~ 6 B#P^m) & L < (i-^F^m ( 3 0 

3 b& ft* l < (± 1 s#p B m~ 2 at, «t 2 l < fi 1 mm&- 2 4 b# 

$©$Wlftiftffe (3 0 3i£~ 30^ IfiKttl NfP^~ 2 BflL 
L < ii 1 B#P^~ 2 4 B#F B m) s m^-^^tt^>2|s:^coFPRL 2 0mRNA 

(ii) ^K*Em^^#^^^v^#t-^l^«^b^%^^*t'?l^$^ 
-^B#P^«^ ( 1 Bf&~ 7 BH, «P$ L < tt 1 am- 3 0m, J:»)ffiL<tt 
2Ht~3 0t) . if I tl^*^<7) FPRL2^)mRNAi^ 

[0 0 6 3] 

#f§^ <7)^^ 1; - - > * ffl V > «b *L £ fb^ £ (i * Offl :£3&9J 

OFPRL 2 0fm**ggffc$**ffcffi£#1-£'fb^^*«K *4W9fc«U ( 
•O *HWOFPRL2^l&31i4:i«3lD$^Clfcm:«J, FPRL2W^ 

mz-ix, T7*v>m.mm, r**- »^ca2 

+ i6Stt* »ftcAMP41 «[*Ic AMP&J5fcjqj«U IMIrtcGMP^ 

J v h lOMEm&gStk Ilrtieio"; >mfb, c - f o 

-£Mb£-%> (n) ^0 F P R L 2 01111^^$*^ ^ 1 1: i «) , M#ffl 



ffigE#2 004-3047212 
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5> : 56/ 



(1) ^H^(7)FPRL2co^a:«:iij!jDL, ^OFPRL2«^{: 

^ ^ttBt^B. 7yV>| (Addison' s disease) , Sfi^ittMttfi 
. ^tti'^^h-T'X, fg-^A,, V^v^ ^WWW (Miff, JJatiiJfiL 

mz-tf, r^y^u^-m, '*-*>v>m. wmm&nxmit 
& (als) , x^xBD , umife, «^ ntt$ («, ifti4TO';^-7^ 

37 ^) > ifc!Ett»t&fc (W, ?v~-yffi (Crohn' s disease) , }fS14 

, **v»{±^« (m> as*jcj:43E»[« % mmmMw, wm^wf^mmm 

(2) $H^OF P R L 2 Of&ait:^?^ $^OFPRL 2©HIi§# 

[0 0 6 4] 

Lfc^o T, ±fg* * - - > ^ft-CW fr&^f&I^GO F P R L 2 O^SIM 
ifci^ ife£telRj££U T*JV>m (Addison' s disease) , ge$&& 

FatBifii®.OT®^ojraifiLi : ^, seaway m-mm, mn-m, 



miE# 2004-3047212 




2003-118760 



mmtm (als) , ^xmo , HJSf ^ m ^ m ^ 

jfiue <«k ifcjflug, wgtty 3 7^ rt*3Wt'> 3y ^ x ^7AittWii, 

K">'^y 3 ^ii|) N «fittm («, *n->* (Crohn' s disea 
se) , , W ^ 3/f 

*»woFPRL2oiiaa^(:gHn«ii, 

[0 0 6 5] 

su jftgfflk «5©w, &g*u& t*tti> itz-m^m® h 

* „ £ a & mm k & it & mm^mmm s *Lfc«n«> as *>* e, *l* * 



ffiSE# 2004-3047212 




2003-118760 



3-/1,) , #**>teJMiffSttaU («, * t 'jyM-f8 0TM > HCO-5 0 
[0 0 6 6] 

iie^WF • »ftewii, ix.(f, jHw^i &m 

) , «*EM (Miff, -?>v*;i,t;i^-;k 7x^;i,^) , HMkHfjWW*^ 
Hf« 77K v**, *~> % ^ -9- 

(# S6 o k 

gilT) ^*V»Tli, -B i:o^^«r) F P R L 2 <7)f Si^j|-!, Dt ^^ 
• tftO.l-lOOng, #*L<tt»l. O^SOmg, iOffiUttft 
1. 0-2 0agT**.#gntt(:a4tim *«> 1 n&*fttt&4.*t 



fltliE#2 004-3047212 




2003-118760 

«>FPRL2O3m«JiJDi-*fl:^^0. 01-30mgW, fttL< 
*mo. l-2 0mgiE X WUttftO. l-10mgmWffi» 

[0 0 6 7] 

(4) ^B^(7)ijL#:^fflv^#®f^ 

*%W<DFP R L 2 tzn+ Zfomt, *»WOFP R L 2 *4Mft 

it^^w-e, ^^ c f 1 ^FPRL2o^{±i^^fn^ffl-r^^ ( h^-e^^ 

o 

&T\ *W80P P R L 2 fc**-*-*«H**JBv*S F P R L 2 ©satifefcov>T 

(i) **^iOWMk«*t^FPRL2fc**-frtt»cKJ6 
M^^^L^IIM^tL^FP R L 2 <75#J£-£?iiJ;£-t£ d £ 

(ii) Lit*&m<omtes x vmmttztLtz*xm<om 
*m&rz> i frmK^^tttttt^F p r l 2 

[0 0 6 8] 

±IB (ii) <D^Mmz^>Xi^ -^0^**FPRL20N3»SgS-S«1-* 

o 

* fc, F P R L 2 ^-tJ^M^TFP R L 2 O^ftfc^ 

Wfctt, tft#fl^*(&feO*ffivvc*J:<, W^F(ab') 2 , F 



tBIE#2 004-3047212 




t$m 2003-118760 ^->? 



ab\ &&iWiF a bmfrZm^X i> 

*%m<nm£*m^z fprl2 <D%m.m*, mimmztiz^ & <dxiz% 

<> WiJ^^<7)^# (i£(f N FPRL21) iZttJ&Ltzfafa ffl&t>L< 
[0 0 6 9] 

««Wft*fflv»*«3ejfe^v^*L*WMMfcLTI4, Miff, ScltttlwifiTc 
x.1*. C12 5 IK CI 3 1 I], C3HK (HO^Wv^ti^ 

prl 2 hh^mmm^^mit, m^ti-h^Km^^ti^it^m^^m^^ 

■9- > K -f * K £ v > r ttWft L 9! <r> * y * n - ^ ^ttflctz Wftjft * 
F P R L 2 c i: ^ § £ 0 i fc 2 



60/ 
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#M 2003-118760 



*- 9 J: 61/ 



^m^bti2>m>mi>&-fLi> itit^-&Mii^<> pj;&gjg£iRLL£-£&^ 

[0 0 7 0] 

*5tm<D*f> K/f 7f^;±^FPRL 2 0$IJ^Hi3V^T(± > l^KSt 2 
^RS^fflv^tL^^HH^o^y * n-^Hfi^i^ F P R L 2 

^htiztfimz, nt-if, 2&%LB~cm^t>tiz>tn.m s , fprl2©csm 

o 

*a&<?DWIWWW(F) tfc#fctt*Lfc««S^ (B) fc*fl*L ( 
B/F&m) > B, FVvHi*©*M**»gU *fcft«»l»oaw**3g*i-* 

3-^ HtiefeL^^i-^^2^^t^fflv^M^ > fillifi^L 



tBiE#2 004-3047212 



Hfcm 2003-118760 



<bn r^fe&tn&ftj (sm BB«i5 3^»ff) , km*?*** r#x& 

ft«5feftj (&2JK) (E^»R % BB*D5 7#S£fx) , ^Jl|^&« 
*SfcifeJ (*3JK) (E^tll, B»6 2#»ff), [Methods in ENZYM0L0GYJ 
Vol. 70 (Immunochemical Techniques (Part A)), |W|# Vol. 73(Immunochemica 
1 Techniques (Part B)k |WJ# Vol. 74 (Immunochemical Techniques (Part 0) 
> mm Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 
)K ra# Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 
es and General Immunoassay Methods)), Vol. 121 (Immunochemical Tech 

niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (J£Lh, 

T%7*< y ? yisxit&m & t*zmm-t act § & 0 

J^lOiMat, ^H^O^^fflv^dtlCic-C. ;£§PJ!<7>FPRL2 
[0 0 7 1] 

$ h ki±, *&m*>mfctm»xF p r l 2 ctwor, 

FPRL2oaU^^^ffi$*ifc*fr % «x.l«A, 71/^-j| 

B> $MWBRmB* 7y'V>| (Addison* s disease) „ leMtt^i 

sttJuram«ofijiL*NE*, wamm. &mm®, m»m. &mmfc& 
mmtm (als) , *.>rx»ng) , mm^, mam. rm& («, mew; 



£BIE# 2004-30472 



2003-118760 



^-v : 63/ 



y^v3^^#^) N (fl!k ?u->m (Crohn' s disease) > 

tz \*n *m&-r & m ^ t tit -&ct^^ fl 

[0 0 7 2] 

(5) FPRL2Wn7J-^f(7)X^'J-^>^ 
»; K**F P R L 2 i «t ot, HSfl c AMPtJfi 

0«J$IJ^f>tt^C FPRL 21^ iO<i|&F«3*>^^**g|Rfc ITF 

p r l 2 izM-r&±ww ify vi-f?- ra^orrf-^ h (35$ y # > j\ ^ 
';^>K*^-tp) *#3ru itzi*ikfci-2>tzit><D&,mtLxmmx~$>z> 0 

£-Ki3»t&, F P R L 2 «r^L^«flJ!&rt c AMP&jjmMffi&*Mfct&Z.£ £ 
<tmt-f& F P R L 2 KtftZ Tzf^x h £ 0 

tf^tV-f h\ ni/y^f^-V, -bof^v, ^71.-^ 

ACAP (0k PACAP27, PACAP3 8) , y)VJjzfy^ 
7Kl//^ya'J>, y7t>x?f>, GHRH, C R F> AC 
TH> GRP. PTH, VIP (A'V7^f<7 <f ^T^x-f T>K 
'JWfyK ^V^^-f-K) , vrh K-/<u>, T< 

U y7y^->, CGRP (*;l/y y Y^-ff- K) 



ffiIE#2 004-3047212 
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^-v: 64/ 



> 7tVv>, 7Kl/f'J>, ^*^x-^775'J- IL-8, 
GRO*. GRO£, GROy, NAP-2, ENA-78, GCP-2, PF 
4, IP-10, Mig, PBSF/SDF-l^^CXC^^*^f>t7 4 7 
75'j-;MCAF/MCP-l, MCP-2, MCP-3, MCP-4, eo 
taxin, RANTES, MIP-1«, MIP-ljj, HCC-1, MIP 
— 3 fl/LAR C, MI P— 3 ^/ELC, 1 -3 0 9, TARC, MIPF- 
1, MI PF-2/e o t a x i n-2, MDC, DC-CK1/PARC, S 
LC^^CC^*>f>t^77^;- Mymphotactin^^C 
H*r/t7'7 7 5 V - ; f ractalkine^^CX3C^*^ 
t7*775'J-f) „ .x>K-by>, x>fn^fij^ 
n<r>v>, TRH, l/Tf 4 v 9 >f h\ # 7 — y >/^x 

(L P A) , *7^rfv>l-y SHIfefc, 
hSfciinilLKf^ (flUtf, 7 7*. ^v, -fr/nfc^) 

mmmm. mmmm±m% t**F p rl 2 izmnu mjmmm&% z*m& 

[0 0 7 3] 

( 6 ) OFP RL 2 t 'J K^7*f Ofe^t^li'>^t MSit * 

**WOFP R L 2 *JBv>*tK £ ^»±&«lx.SF P R L 2 <Z>3&3Ufc£;j?Mg L 

m mz.it, >\ mas?, ^r?- m-ft^ -a-jaMta^ %n^]5« 

iOJ^fcfb-ai&fcti, W FPRL 2 HUlWiStt^tt -Mfrg- 
% (v>fci$>^ $H^FPRL2W^7^-^F) „ (n) FPRL 2 £ 

fcBfE# 2004-3047212 




2003-1 18760 



T>^=r-^h), y y > M^f Kfc«BoF p r l 2 t 

«rtCa2+it, WftcAMP^ flUAcGMP^ *>^h-*y 
1*1 c AMP^PiWtJ tv> 0 

****** (ii) *«IH«)F P R L 2 t y *v M^f K« J:lWKff:«« 

© f p r l 2 1 *>m*& stziiisri- )vmm zmtzit&ft&mttzitzv&v 
* * y - - > mm * ^ * o 

^»X^j-,>7^ ( ;^t^ (i) (ii) *>*frfc*tt«, « 
FPRL2 y KO*S«, fflffifflttfttt* 

7* Kfc«WOPPRL2 ^©»^tt*JWb$**ft^«ifctt^ tt 

*o y #> K^-f- Kt*»fiOFPRL 2 fcOHf^tttJBftS^-fb^ife- 

««i-*^^y^->^r^ tfflv , TWft£fc3Wft<Bo 

y -->^ftKi*v»Ttt. -tub y # ■> K^y^ K**JMI©F P R L 2 

t^^Wk^^^t^ifeii^ottt^ry^^K^r^Ktis;^* 

o 

[0 0 7 4] 

a) *«Lfcy#> K^-^Kfc, *»W<OFPRL2Ki»«$*3t»#fc, 



£±JiI# 2004-3047212 



^ #E 2 0 0 3- 1 1 8 7 6 0 ^-~>* : 66/ 

*-frfc*»t4, tlU: y # > K^t^ Ko*F PRL2 

U Jfc«-t* d t V K^y^- Kt*j|floFP r L 2 £ Oife-g- 

tt * ^ tt v ^ Msg 4- $ it z it*m t tz a * <7>&<o * * y - - > 

*+ * d «fc o TMJMLh K«»UFPRL2 Cfttt $ * fc »* fc , m L 
fcy Ki3 i Wfb^li ^*f^(0D N A ^ttt 

t&£t& ^tizX^ xm&WLtteS&tLtt&mn FPRL2CiU!$ 

*HfcUfcy *T> K^y^ KORF P R L 2 U 
- 1 f * y *T> K^yf- K fcafrfMHO FPRL 2 t Ojft^tt* 
tz liv^t ;W5ii * fc $ * & <ffc£-^ t tz it * <d&<d x ? y - > 
[0 0 7 5] 

d) *»W©FPRL2tfittftnft*ft W*.tt, *»WOFPRL2K: 
F P R L 2 «r**-r*M»CiMll$*fe^K:il»t*, F P R L 2 **Lfc«fc 

RL2t *>tt*tt * tt v ^tMs! * £ft 3 * ft** 4 fc ii -e-o^o * * y 

e) *f&W<0FPRL2«r»tt-ft1-*^® («jt«T, $H^FPRL2C 
*H"*y 2f> K^y^ K*£y ^$HiODNA^^fSff»^^ it 
iitKio T,«H± L ttf&m <*> F P R L 2 fcgfcfe $ t , # 
»WOF P R L 2 *fittft+*<b«* J: tn*UWk*»t**«ODNA**fr 



ffitiE#2 004-3047212 
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**JBJME»# 4 - t K J: oT«»Il±H«ilLfc*«WOF P RL2 

tz it v ;H53t £ M t $ * & * fc ti * <Dj&<D x * >; - ^ > £ 
[0 0 7 6] 

*1% ^ u - - > mi:fflv^$f^<7) f P R L 2 at li, ± 

^btiZixntLTi^ MU#*Mv»T*Km*-*fcli F4^FPRL2 

N A ^BSILIfflia^maimT^i- ^ £ J: 0 ff =5: 9 C t iffl-t t V> 0 @ ft t 
t^S6fm3-Kt^DNAijt{:affiiDNA^v>?>ti^^ ML 

*»WOFPRL2*a-Ki-*DNABfM-*«^tt»jffl|ia^AU * 

;V^|:IfS^#i'J"f;^ (nuclear polyhedrosis virus ; NP V) 
^f'jAF.j^nt-^- SV4 0ft*<7)/n^-^- N l/fo-)^^ 

^f^dt^T^^o flflx-WT, [Nambi, P. If • >U • • 

*Di;*^.^5X>V- (J. Biol. Chem.) , 267^, 19555- 19559K, 199230 

Lfc**oT, *S&WO**i;-^>^;frj£fci3V>T, $HWOFPRL2^ 
tt^^tUii, f *L|^^i:to TiS!Lf;F P R L 2 f*oT 



ffilE# 2004-30472 
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^-v: 68/ 



[0 0 7 7] 

*S&9§ O * * V - - y rjjfe kz 33 V> T , OFPRL2mt5 tt £ 

*»WOF P R L 2 LTIJ, iFPRL2 Lfc«±*B 

H^#<^f tLSIi^OifcSrv^o IM«tLtli, Potter-Elvehj 
(KinematicattiSQ jS^fcfc J: *flfe# x 7 W^-yi/* £ ifeJnJE 

LT/B^fc*L& 0 #JxJ;£\ (5 0 0-3 0 0 0 r pm 

) -cmm »i~ioaw *fru (15000-3 

0 0 0 0 r pm) TSUt 3 0#~2!$MiI^U &&*i&ifc»*I8ISi#fc-*-& 0 

MF PRL2 ^MtSIIMI^^FP R L 2 ^Ifi, 1 jfflfl&^Tt i) 1 
0 3~i o 8^t^4«iU, 10 5-10 1 ft=f-'?JbZ><Di)mM-C*> 
2>o Hit l) © >j Kjg^ffitt (JtfStt) ^< 

X-±M;<D%m*m%.X~Z £ «£ -3 l/Zte&o 
[0 0 7 8] 

V if > y K W <^FPRL2 t Oi^ft Sf:liv7t MtSI * mt 
, lS^FPRL2I^i:, MfcLfcy#> K^y^ K«tib4o 



tbiE# 2004-3047212 




#12 00 3-118 76 0 



FPRL21^U(i, ^»FPRL2I^ N *tzliZtit®*$<Dm 

JWWSKltt, 'J fl> Kfc»WOF P R L 2 tO^J fctt 

ftftft ©**';-^*r*fiffc$fc tt ^ 4 1**3H! OFPR 

^«1--?>«ri:HJ:!9FPRL2lip Q p^pmf ^>o ;ty7r-CI4, pH4~l 
0 (liL<lipH6-8) ©V>i^77-, hn-^iA 7 77-^^ 

frctJ^o ifc, *4WW«f^*fi«$«BWc, CHAPS, Tween 
- 80 TM (K3i-7h7M±) , f*^31/-h^o*iBfi 

-^'j A> K^7*f KO^^is§^PMS F, n>f^*> % E-6 4 

feTS*o O.Ol-lOml^i^^-IfiftK;, (5 0 0 0 

-5 0 0 0 0 0 c pm) W««L^V^y K^y^K*jgj nU pgu^c 1 0~4 
M~10-10m^M^^ $ ^ o #4WMMfrfr* (NSB) **n;?> 

fe* v if > ^ k ^an*. * - r *> Mart- * • r 

It>f±^0-5 0t, 3$ L<Ji$j4~3 7X:X\ fa2 0^-2 4^ Mt L< 
lift 3 0#-3l*«Ho £ftfk ^T9^«*tt«»-c«iL, IIOM^'77 

#*>*-t*:tiy-#*>*- TtHii- & o saw- * V***<0 * ? > 

KB 0 ) *&#*WMM*S* (NSB) *g|V»fc**>b (B 0 -NSB) * 
100%t ^ (B-NSB) ^ 5 0%JaT»C4* 

[0 0 7 9] 



tbffiE# 2004-3047212 




FPRL 2 t^^lMWgft^t^o^ttifcttTfrjRoajgffl^y 

fflttfflttJ^fcaOfcLT* * y - i>*nMfft 9 fctt, fcag&F P R L 2 *» 
0*§§9!OF P R L 2 «r*i-*ffl»», ±ffioamx.MF P R L 2 «^t^i 

it&m, fm&mm. m»u«u tt«r»tii& tfrt«£»m&& mv^^l 

o 

* fc, ttmft&m t LX fi, ^BJO F P R L 2 <^tt^£<7>M^-M^& «t 

*mm*xvv #>mit#iry h^mmmt, ^m^m^^it^ttnz 

[0 0 8 0] 

V if > K t F P R L 2 afgfett £ tz it v ^/HSHgfcSgfl; 

Z-£2>1t&Wttz&<Z:<Di&<7)A?V-->y%.*y Mi, *«l«OFPRL2, 



ffiiE#2 004-3047212 



003-118760 



*5&W<DFP R L 2 Zttirzmm, i ^li^H^FP R L 2 
1. 

Hanks' Balanced Salt Solution (^attH) 0.0 5 %<DV '>jflLftT;W 

b) FPRL2^„ D p 

*»WOF P R L 2 t»«S*fcC H OiHl«, 1 2 KfV- \ \Z 5 X 1 0 5 
•/JfCitttU 3 7r, 5%C0 2 , 9 5%air-C2 0TOU^o 

c) **'J3y>K^-/^K 

TfrJRO(3 H K [125 n > [14cK C 3 5 s) & ^glLfc.j 

ten ^Mcttt-So 

d) ';^>K^y^K^?i^ 

';«r>K^-/^«0. l%*vjfiL?#T;i^> (v^ttM) £HrfrPBS 
10 0 8 1] 

2. ao^ft 

«£ffl«fttt 1 m 1 ■C2H*#tfc«, 4 9 0 ^1 0«gil®f^^ 

b) 10-3~io-l OMOKKfC^^ 5 ^ 1 Jn*fc|k m>j ar> 
K^7^K£5// lira*., lfil:tlflTO$^ 0 *«RFllWi|g£**fci*fc 
*^tiSttK^1&Oft*3 «9 H 1 0 - 3 MO V # > K^y^ K£ 5 M 1 < 



HJiE# 2004-3047212 
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c) r^«[*r*u i m i *>to*mmmm-*3 Bft»i-«. me&frL*: 

»r,WfKH.2N NaOH-l%SDST« U 4ml^ 

MSSU Percent Maximum Binding (PMB) £#:<7)5£-e;fc#>.z> 0 
PMB= [ (B-NSB) / (Bq-NSB) ] XI 0 0 
PMB : Percent Maximum Binding 

b : tkfc*mx.fzm<Dm 

NSB ! Non-specific Binding 
B o : 

[0 0 8 2] 

«frttttttTO (i) ifctt (ii) fcfc;U*J:v» 0 

(i) IMBa) ~c) ^^^';-->^^t^^^^>/^>t-V>^. T<y-b 
-f*f?V», 'J ^> K^^f Kt^OF P R L 2 t^^^j^t-S (# 

F P R L 2 r rf- X »«tt** Lft Wb*«r* fett^Otttt 

(ii) (a) ItM^^^^F P R L 2 ^Mt^ffllSCitt^, ±|B 

(b) «WOFPRL2tjBttftt4ft^ y^K) ***h«> 

F P R L 2 **#1-*HUftiC*ttS*fc^t^ *»Wof P R L 2 fcfiHfrffc* 
0WMk*»t*JH!OF P r L 2 

t tz it % <om**&m ©FPRL2 lZtt-?2>T>? =f-A M?&£ 0 



fctJIE# 2004-30472 



#M2 003-118760 



ft*«fci4*©«Hi, >; try v*?* Ft*&m<DFP R L 2 fc 

-ty^-^^LT^WJ^fStt^^-t-^^^ (v>*>*9>£, *H^FPRL2 

w^r^f) , ( D ) MmmmmL**L*^4b&i98 (w^a, * 

OFPRL2 fcO*frM**M5fe-*-«ft4fe *&v>fi (-) 'j^f^K^y^Kt 
^HHJOF P R L 2 Ojte^*«^$^^<t^-e^ &o 

*H9§OF P R L 2 r=f- * h « > i; K^y^- K^tf^^ig 

*»FPRL2 W4 7^^^ Mi, 'J K^y^ 

[0 0 8 31 

V *T> Kt«WOFP R L 2 t©^^^^^^,^ 

5MfcLt\ JFfefctt, iiim 7W^-^ gftttHJUU 7y 

V>^ (Addison' s disease) „ iEMft»tti, ^£"14 J. y * v h - r* 



fcHSE# 2004-3047212 
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***** &mm. m&m, zmmitmrn > wmm&m& 
r*y»4v-m* '*-*>v>m. mrnmtnxmit& uls) , ^xm 
&) ^ Miifc, mmm, mm (m, mumm mmmm&, v?^ 
+wam2k, mnxmm&, mmm , m&& m. Mi, fences' s 

(«. *n->#| (Crohn' 8 disease) , ft*tt*»&) , 

) > m^t^ ^n^77xjvf-tnm ****** m. -9-* 

3fcfc*. 'frttttfe o oJMfrto^ |Bk «MtHojMIAft£i&^ »#HBufiijE 
. ft*Mtt*ftSn*ftff®?R» • ft*ffl£ LT, fi«ttm$@e^: Ltf 

-If, _LfB* * y - - > ^*ffi-C» 6 *l& T > ? ^ x h $ j± i; # > y 
10 0 8 4] 

9 i><DX~&2> 0 



tHUW 2004-3047212 
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a . #**>tt#mstt» («, #vvm->8otm % hco-so 

[0 0 8 5] 

±BW • ttffctttt, MxJi\ («ittf, U^MttHVft. If& 

) . ft^ ^>v;VT^n-;K 7 * y - * , Wtm±M*Z 

t*;^ k7y\ r*\ ^ ^ 



a3IE# 2004-3047212 



#M 2003-118760 



^-v: 76/ 



<tt*bl. 0-50mg, iiHfiL<ttftl..o-20mgT*«o*iP» 
-eo l BI»#ftttft*tt4u tt*Mk ffitt, tt^tt*^ 
«9Tt#4*4», ffiNMo^TfitaiMitldr, $&Jt># (M6 0 

kgtLT) CM^, -BCoir^f^o. 01-30mgWk 
ff*L<tt»0. l-2 0mgm £*)#*L<l±mo. 

[0 0 8 6] 

( 7 ) &ffim<®}<Qftm * -ti — x a 

F P R L 2 fcfflv** :H:ioT, *TO%**F P R L 2 ^^Ltll^^ 
#&8 L T V* * "f * - t § & o 

(1) FPRL2tiV»4£fctW|fct^ te> TUJV^mm. ifeSE, 
ikmnmmB,, rW>m (Addison' s disease) , I5ft^ttitttfl, £ 

Xtt&A 7^7^-f7-*, ><-*>v>*K tt**ttfl*Bft£ ( 

ALS) . jc>f Xflgjg) , flt»$^ Ulay^ H9tffj£ (#0, flMtMfljp; ^ 

* fkmmm* a ? * * rt«wtv 8 y^ ^a^j^^ ^y,^y 37 

, ?u->m (Crohn' s disease) . «01£*fl§ 

^X) »:i*«*Jt) , mmmtfe, ^n^«;7xjH>-t3^ ^'Ow*® 

(2) FPRL2^a^n, MU &«u 



tBII#2 004-3047212 
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&£ttK£A, Ti?V>m (Addison' s disease) . SSMttittfl, £ 

fctt&A (Hi if, 7^7^^-^ 't-*>v>*, tt«ttttll*aft£ ( 

alsk x>fxjgs) , im> mmm. mmnk (®u ««-iw«p;*t?\ ^ 

> Wlitty 3 7^ rt**tt*ay*, ^9AHrttBfciflug % F^,^ /B , 

^««») , &ammm& m. ?*->m (crow s disease) , mm&±m 

(3) FPRL2»^^«n, ftft*^ fiftfi^fcfifto? 

(4) 4HI t F P R L 2 Ki«$*mK*»t4, #ltFPRL2t(D|S 

*W*fc-#-*J:lB (1) ~ ( 3 ) fB*OX^«;-->^ ffi 

i^itg*feli, lfflfB U:V^T>-K^yf KtFPRL2t fc^EftS 
*«9!0*B^rftffl*5r Mi, ffffB Lfc V ify KtFPRL 2 



ffiiE# 2004-3047212 
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^-v:. 78/ 



[0 0 8 7] 

(8) ttIi:i3tt^^OFPRL 2 J^JifW^yf K©**SEffc$ 
«J1 43 It & :£f&0j3 OFPRL2^ Stf fc $ & ft-gHfe <7) X ^ V - - > n 

(i) =£fc hPifLtfrtWa) JfilJu b) #5£<»S£> c) M^<b^lLfcm 

(ii) *IPJ?>F P R L 2 Lfz^ tt» 
fcig-gitU «M^^^-^tL-?>^:^<^FPRL 2 fc^*-^ - t K J; ^ 

«tci3it^^^(7)F p r l 2 o*£^ft£-£;Mt£-%?>* * y 

(iii) hPifLtd^coa) JflLflE. b) ^OK, c) ttH^MMtL*: 

(iv) ^f&I^OF P R L 2 *^-r^>^Ktem##*^itt Lfc&, ftft^fe 

OFPRL 2<DM*mk%&&1t&®<DX? V ~->y-ftfeZ$ki&-t2 >0 
[0 0 8 8] 

HW&itB^Jw^* tU^H^OF P R L 2 03g**i^#WCt±JglTW J: "9 K t 

(i) JEft&zwtm&'erfr&K vm%W)m (w*-tf. 7yh, * 

liJtE# 2004-3047212 



!$m 2003-1 18760 



^-v: 79/ 



^v, ^3, ^ja, -9-^*^ J: OJWW&KliT/i'yW 

WxJf, fig. ffll, WRfc£0 > *fcttRg*fcJli«Lfc&iK, *av*t±#HJ&* 
#&o f»5>*ifclR#, «x.lf, (Wilt h 

y^ffiaMMi^ »;>aMt«»[, ^xmmm&z) fci^L, r& 

T*BJSitlif^Sr»*o 

m*&<$tin2>WfrV>Zb*\t* J )o ttOt^attt, Potter-Elvehj 

(KinematicattlD <0«fc£«fe??\ iftCUi^ 7 U^^yu^* t*X*lNJ± 
L%tft>mM*M^S X;i/^t>i®£B£-££ WW *l& 0 .8B 

Itfflv^Wo HJ|$#i*®i (5 0 0-3 0 0 Or p m 

) ■cawfM gi#, »i-io^) at^u _tr# biznm (15000-3 

0 0 0 0 r pm) 0 2 fl^if 4> U &kft&?fc«S£lSnS#i:1-& 0 

SfRIIfl^fc^ f&mLfcFP RL 2 tttftl^'J ^liK-^MSS®^ 

(ii) *«WOFP R L 2 *»Si-*^ft««W|e*±ffifl5^^fl6v^«L, 
#«JH®^^#^tL^^:^OFPRL 2 £5e*-f &C1 trfX*%Z> 0 
[0 0 8 9] 



ttJfE# 2004-3047212 



#12 0 0 3-1 1 8 760 



80/ 



Mj&m^£nz>*f&m<oF p rl 2 o&zmtmtzit&ywx? y ^ 

(i) iEf^^vMiMtf^t MWILttttJcWLT^ ^3«J£>& Wi^ffift 
X h VXif^x.*-5e^Ki (3 0^|tr~2 4B#HiKU $ff L< 14 3 0 frlft 
— 12 BtPfltfr. J:*)«fiL<l±ll^ram-6I^Wfr) iL<li-^t (3 0 
^3B«> &tL<limf4^2a^ i^iL<l±mfflt~2 4B# 

fc— 5£H#HI«it& (3 0^-3 01, 8P£L<t4 1l$W~2B&, £i9fcf£L< 
*ill^W-2 4I^HHft) , mm^i3tt^^^^F P RL2 ^S^^fi-T^ >1 

(ii) #®^m#*^ic^^«i-^p^^^b^%*^m4'^rl^$^ 

ifJL<iilB-3Bt, J: 02 L < fi 2 B 
~3Bt) , «MH*3^t^^:||0^OFPRL 2 (75*^^*1-^, ^^HJ; «9^t^ 

mmmmfrlz^t fi&^WO F P R L 2 O^fSli^i^iiJiJlT^ i^ct 

(iii) iEt*^>v^i^^T-*;v^H hffifLIfc^ (Miff, v?*, 77}., 

7^ J: t) mfoMizitT fry 

ptif^^^) h^^tmmm^yvT, win*. at^M^ i^g-^, 
te^&im^ mnmK&it&^LmwvF p r l 2 ut^t-^o 

(iv) «^FPRL2 ?r^-r^f^^m#:^*fflv^riwl^^^i:^, 
[0 0 9 0] 

tB!iE#2 004-3047212 



#® 2003-118760 



■^-v*: 81/ 



tC*»ta*l&W<OFPRL 2 04£^lb£^&fpffl£^1-Mb^T*&*K 

ttH:fc^tS*f^^)FPR L 2 o*£*l;&n K«fc 

«I*IC a 2 lift c AMPm Bmft c AMPtim 

c gmp^, -f y ~> h >m^> iiamii, «f«6k 

OV>HMfc, c - f o s OjgtfrfL pH^1&T^i:^iSii1-^>fS14t^(i»Ji- 
&®14&£:*) £ig3il£i±-&<fb£-$K (n) «Ml-*5lt^^:^<7)FPRL 2^ 

mf&mi~&tf&*%:w<DF p r l 2 <7)4=^±ijn^^^ i^ai), mmmm^ 
&*m&mt&ik&mte, ^oFP r l 2 ^t^^rtcw^i-r^^mo^i^ 
•temM%t*<DmmtLxmmi-z>zt&xzz> 0 jm^ki*. i^b^ti, 00 

, 7vV>i (Addison' s disease) , ge^tttillttfl, 

jhhtpw, msmm, ^-mrnm, mm, ^n.mmm , nmmmm, w 
*.wr, T)vy^4-?—m, ;*-*>v>m, ffimm&mmmtfc (als) n ^ 
jxmm , mmnk, m^m, titti»fp;*v^ m^Mt®^ 

^ttJ»^ 4 ft (flU ^n->^ (Crohn' s disease) % $IH*te*]|&&) > ifc^tt 



mSE#2 004-3047212 



2003-118760 



^-v: 82/ 



8M&&fci3»t*#S&lB«>F P R L 2 IhCifj, ,*ffl»!j$tf3- 

m^M Kwm- u#£ m t omm&mwL, t tz itmrnrnm & t*<D&M%\<ofizxwm 
mmnnizmmz tizmmmmxim-t % ^ttao -ci^ti-* - 1 &x % 

7 izi-&i><DX&2> 0 

[0 0 9 1] 

mu *7*frM%£izmn^zzttfx£&ffimmtLxi*, w*.i£. -e? 

>v±7%-&vm}, ^/n*-5>k T3}*ymitziz?-x.v-<7)£7%mmM% 

t'tm^bti&o mnw-mm^ij -f^^x^^^z^ ±m* 4 7<Dumz 
z bizmmox. 7 %mmm*^-t2> c.t&x%& 0 -mm^tztbcDmrnm.^ 

^^fflv^tt, M^&it^Mft^k Mill 7*3-* (fly. 



tBSE# 2004-3047212 



#M 2003-118760 



^-v: 83/ 



a->W) > *>ttlMBi&tt*J (ffl, *''Jv;^f8 0TM N HCO-5 0 
) ftfffcffflU4J:v» 0 LTti, Wiif, ^srft^^fflv^ 

±&r?m • tfsmm*. m?ux, mmn mx.n. v>w&mmfc. mm 

Wto (fliit ^"9-^ -f*, -9- 

izMLX&-5-*fZZ£tfX&2> 0 

te-fc $3S*»i**j^ gPS40f^ -M(3Jx.(f, ^fefefe* (#£6 0k 

iO^Mt^fciKjO. 1-1 0 0rag> ftt L<fi&l. 0-5 0mg N ii) 
ifiL<l±iftl. 0-2 Omg^io ^Pfi5CS4t^li, fOlijg 

ffiW*J©3B-Ctt»#«x.fdr, IfelEJH* (#*6 Okgt It) fci5v>Tli, — B 
lco^»mt'43lt^^:^OFPRL 2^4£if;&n£^Mfc^tJ£&j0. 0 1 
-30m gSJK, jf * L < itm 0 . 1 - 2 0 m ggj£, X *9 $f t 1 < teffi 0 . 1 

> #S6 0 k gi?t Lf:i*^t5 i t -5, 

[0 0 9 2] 

(9) *f£W<DFPRL 2lZtt>t2 > ijifcZ<£75LX%2>mm 
*5£W<7>F P R L 2 H«"t*^L-*O*5f0flHt 4: »i. iFPRL2 oM^-f* ~> 

1-^>^ti, iFPRL 2 0§8#-*-*->^;H33& iFPRL2^ 



tBgE# 2004-3047212 



!$m 2003-118760 



^-v: 84/ 



a 2+ mm, WcAMP^, ffll&foc AMP*kJ&fflBU lttl*IcGMP4 
J&> J J v «M«I4^Hj, »p>j^£g<7)'; c - 

Lfc^o-C, ^^)FP R L 2 U^-t^^n*JL#:{±, F P R L 2 O^Jf&gi 

Jtis^ift • ^^jf*. Htfiet^^H^^F p r l 2 z^-t&mmt mm- L 

[0 0 9 3] 

(10) ^^^T^^^^XDNA^^LT^^IS^ 

7>f^>7DNAIi, FPRL2 OitfiJ^^ V # > ^ Kit 

[0 0 9 4] 

(11) $fi^DNAfAiiOM 



ffiSE# 2004-3047212 



mm 2003-118760 



^— 85/ 



C2] *tMiWft»#y?WMii'r**i; CD 

^l&WODNAte^SftJ&fcH&IB-t*) ti> *^:»> £*WP, Hl^fc J: 

^ 7/f^n>f>y'i^y 3 >S, ^-x-f ?;V2f>& DEAE-f^ 

* h7>^^:i «5 B»fci"*DNASr|E^*ifc^J:o'rf^ffii-*Cli:3&« 

gWfct**IS^O^*ttDNA«:^L, *Mtf&*&4?fc5Rlffl'** 

*3***S*a^yttlMtK fcflfrttv** (fll*.HN MfctT, C5 7 
BL/6^I, DBA2^^ £$y&tLT, B6C3Fi^I, B D F i 

B 6 D 2 F J rfcffii, BALB/cIt, ICR^f) ttz\**7 v Y ( 
0flx.tf, Wi s t ar, SD&£*) ^Wilv^ 0 

[0 0 9 5] 



mtE# 2004-3047212 



mm. 2003-118760 



^-v: 86/ 



s £mmm%£i ^c^o, j&mvmn, ^a, nnot^^ 

ilfDNAiUli, if^H^FPRL2 ^HI^^DNA^ 

U JE#*^l&WOFPRL20«i6*«IWl't*FPRL2*im$-fr 
-5DNA^Mv^tL^ 0 

oTIi, iDNA!:iM)l"C|IS$tU^D^-^-^TI^L^DN 
NA* £ & »£\ i tt i: ffi IWItt^ v^H^ <o D N A & ^fT & &«»i?LI& 
fi*ODNA*$&SS*?S&«:/n*-*-<DT»Ei:U ^othDN 

<D D N A £ £Sf£3£-r SDNA m&m%W}yo »n«:^^H„ 

[0 0 9 6] 

$»FPRL 2 0HI^^^-t LTfi, ^lffi$<07 p 9^5 h\ 
\$^*a-U*?y( )V7,t £ ¥<T)m%Q*7<< & fc^ffi^ <b*L& 0 %fr"?i>^ ^:»T»ft 

■?-f^, %m^4)V7, *° i ; * * i:S*t^DNA07*n^^ 
(D#mni?Li*% (lib, ^"9*^ >T*, *fr*=y K M^^-, 7 



ffiIE#2 004-3047212 



#M 2003-1 18760 



^-'J I 87/ 



7 b\ ^UT«MittBMt»fift, Wft>S-h7^7i7- 
JfiL/MRfiSfoSfefiBT-^ ^7f>Kl, K 1 0 is J; D^K 1 4> 37-^>I 

XYuyj ffiGW&ffi&Tfl'i] 'J 7 t X 7 7 ^ — If > h U ASpJ^tt 

^l/-b7*^fny>^t-fe* (-fet:Ti e2fcB&$til.) , fh'J 
7A*'j7ATf;y>E'J>I« (Na, K-ATPase) , ~^-n 
7* MgHiL * ? v?-jr*J > 1 I A, ^nyof-ft-lfl 

MHC?7^M (H — 2 L) , H- r a s. W->\ K 

-^5 > ^ -*mimm, «^t+yf-t' (tpo > ^^k««£* 
m^ia (ef-i«), pt??->, a&xvp $*is>nm, $*zs>mm 

<^)ymmm&m, fn^nyj^ Thy-1, M^nyj 
>> HiloT^ (VNP) . Jflivf 75 KPn>,f-^> K 5 
hn*°~>C, W-ffiffiaTt^y, 7°l'7 0 nx>7-7r 1 J>A, ^V7°i^>^& 

h ^ ifu*>4 ;v^-7°n^-^-, t:h^7'f KlMH^la (EF-1« 
) (Vfu*-?-, tffci^7h^7^f>7 , n^-^-^ Wit* 

[0 0 9 71 

-e^til> g Wtt^*ttDNA!: $ h «3§3t$-£& E NX~&D N AO* 7" 

^DNA^'f > h n >-(7) — b'it 

jE^^^HJO F P R L 2 O^iRHitti, thi £ PfS?Lt&$> 



tBIE#2 004-3047212 



2003-118760 



^5 «; - a dnao^t*4 v>ii-«i it, Sfcttflwu ml ¥ 

D N A *5S?£fc«#f * - t *mU LT, iDNAM» LT«*<0«Jim 

mmzxwMAv&xtzMiKte-t'* x * k««**l* 0 dna^^ 

BI»oiBHtti:^T*jH!©^DNA^Kfl4ti - fcli, ffcfcb 

it:tnct«:ti*n o **Wo^*ttDNAt$»tiv^io«o)ft»o 
^{if<7)Ef«fe X WttOtTC^o^ttDNA^lilztt^ 

o 

i «fc t) t<T©«R*»|[DNAia«l:tt4 
[0 0 9 8] 



ffitiE#2 004-3047212 



#0 2003-118760 



^-v: 89/ 



iffltSit^tlSo 00*.^ *l&WOiE1!rDNA|E#l&!&*Mv»r, #3&9§ 
CO F P R L 2 0«||£fcJifiI^\ F P R L 2 ^iit^itOiii^O 

2 <onimi£Xk*^-tZ> Ztfrb, *§&W<DF P R L 2 tcMa-ti^^Jti-*^ 

-2k *»Won*tt*#DNASr^rr**nm||L»^tt, £KK 
ttDNASr^U«#i"*ifcSrfl|KLT»DNA«^»!»ji: LTiHifOSgim 

Hi, ai«<0DNAX^W#feJCJ:oTf^»-t*Cfc**-C§«6 0 £fl|0p 
ct W«<^>^T Olt DNAfc^i" Igyfr-t Z> o 

onsfctt d n a *$»t«f^/ic <7)m<Dm®<D^Mit, *<omwmi&i3 x vitmm 

[0 0 9 9] 

^OlfDNAm^^t M«a»%ti, ^^w^fDNA^iSM 
$*<btLT*5i?, W4ttOiE^DN AOM^jif C 1 1: J: 
WOFPRL2 o*l6^ffittffl^*SiEi: £ 19 , *<omm*T)i>Wi®£ 

«^FP R L 2 0«H^«ttM^JC&*EO^«y?0»W* «fc lTClOfeiL*MJ» 



tiiSE#2 004-3047212 



#$f 2003-118760 



^-v? : 90/ 



fFPRL2 tf)||jt£IS# (dominant negativefpffl) •^W^^^^T^hta'ho 

ttz, *H^C0^m#DNA*^#^-^fcPilLli^{i^ $»FPRL2 
<7)iiin^^^-r^>^t^f>, ^H^FPRL 2 ^/cJi^H^MttM^S^ 

<mMk&moiz*><Dmtemk lt«, 

if:liDNAt:i I) ISSSttfcF P R L 2&|&&##rt& CI t IZX 

fprl 2 kx y)&mmz§&m$>2>\,*\mmt"fz>Fi>RL 2 towitti^^ 

®*»WOS£*F P R L 2 fciMtstolRfc i ^Ojftfl&ftSfc x. h ti& 0 

[0 10 0] 

SPB&^&if&'g-tf. ^H^OFPRL 2 t^lt^ilOffigi^tl^Su 
ttfXS, 4 fc, $»FP R L 2 JClMii-tS^m^T'^KO^MIf twistt* «t 

0**#fflfl&^*6<k*fi : *-9 ifcd^TII-CJbSo :fcfPJ!<£>FPRL 20 

&*fflfl&0#j£'fk 7* b-y^ 4Mb* *^fi*»$6fc<*> Matte. ttzitZtibK 



ffiSE# 2004-3047212 



#H 2003-118760 



^-y: 91/ 



<aFPRL2£<fc V*<nY&mmWOtilb<Dm%)%mft#&tti:2>o 

Sfcfc, ^<^)DNA!tSf»!:fflv^, *«IJ|OF P R L 2 0«lSfe>PMtt 

fctt*|&^on*ttDNA3&3S^^ *-£ffiv>T, *H^FP R L 2 #|«at 
& ilW D N A *l*fi\ PgUi- * £ t j&nsrflfe-*?* * o 
[0 10 1] 
(12) Jv9T*J Mfrtf 

[1] *HiODNA^ittft$*i^t hlii?LSI)%K^«> 

*m>Ai-%> z tizzy) TFffimtZ titzM C 1 3 ^IBm^JE#M, 

^) ^iAt^^t^i o^r&M^tu m^tf-?- mtttf^mM ©dn 



ffiSEift 2004-3047212 



#H 2003-118760 



^-s> : 92/ 



®W&mi- & O D N A A&tt fcfc* *mx.ZZ.£KX*), DN A <D§&¥L 
£IISfWfca#c$-£&£i:K«fc i9. DN A* ? If Wt^^O F P R L 2 

2>Zb\,ZJ:<z>Xft%TZb&X'&Z>o Cl*tfeoag**Cj: *K ^!lx.(^ 3K>^ 

J; *)*&mos v9T?> hDNA£ffc!W-*U;rj:v\, 
[0 10 2] 

N ATOttftE S«i Jtli^O / 7 ^ 7^ h E SiJfetB&IBtS) 

£ft^£1-&3g#J»t§i&fc3% *4HilacZ (/? * > v ^— *riH£T 
) > cat (^D7A7xx rz-;V7-fe^;v h 9 > X 7 Jt 9 —IffltfK?-) 
tfl.V'^-^- itfST^ £ if Ai" £ i \Z «fc *) ^ * V > O^fg £ £ #\ 
*&v»tt.x*v >H«>f > hnv^^itfSiFo^^^^^^DNASB^J ( 
tfflxJ^ polyA#ijnv^^;V"fe^) ^^7-b>y>-RNA^ 

Bj!ODNA±&&vMi^O^<DDNAM£^J£yn-7't Lfc-W WW ^ 
-fe*-v 3 yffi%X$>Z>W$-9 —Y v f 4 >y<9 9—±<DDNA&fflb9—'yy 

Ti > 9^9 9 -^mz^m\^tz^m<DD^ A^(D^mn^DN Amm^ 

zfJj-r-tLtzPCRmzX 19 #M7fU ^©y' y 9T? YESmfaZMm 



HliiE# 2004-3047212 



#M 2003-118760 



^-v?: 93/ 



nsiiKaufmaO^lCrHC-CffL <fiU;^t^ «fcv* 0 Mz.l$, v-^^WES 
M<7)*§£\ 3Rft, — afcWfctll 2 9^<7)ES«^ffl^tLTV^^ 

HJfb^^ES,«*lX#i-^>^^aKj-e^Jx.(^ C 5 7BL/6-7 07^C 5 
7 B L / 6 <7)PPt^)^5: $ D B A/ 2 t<D3c.mK£ ^fL^BDF 
X (C 5 7BL/6 tDBA/2 t(DF i) *m^Xm$.Ltzi> <D% ¥i> 
fflv^& 0 BDFiV^*^ fit^#<, ^o, l|3^3t^T^^>i:v^flJ* 
icflPxT, C5 7BL/6 7^X^fft:^t% Cl^^fflv^T#<b *l£E S 
»liHltfiVv)X^|il L^tl, C 5 7 B L/6t^;*. ^^n^ 
tSihtfcOtfSKlff^C 5 7BL/6^X^t;i&£^XligT&&* 

[0 10 3] 

^asK^t* e smm^—^-b *s a > zmmomweft & ? ^ t jmtrc 
#m<^m^ k i 0 d i t § & o ^ e> *l& e s «Baao*fe#«fc»i jE#»o 

tHII# 2004-3047212 



Sfcm 2003-118760 



^-v: 94/ 



JfeOiH***/ ?7"y b Lfc#L JE1MBI6 (0Jx.«\ v^T1iMW2 

tf, ST0«nt^«oi^^ii^^-7-f-^-«±-eL i f (i~iooo 

OU/ml) 3^Tfci»#*#*»rt (^t<», 5%StWL^f7^ 9 5%^ 

t± 5 %mm, 5 . 9 o -em 3 7 wtgnet & * ^o^-c 

ig^U «ftH#KW\ fllx.**, h'^vV/EDTAM (If0.001-0. 
5%hV^>V0.1~5mM EDTA, ffrt t < t±^J 0 . 1 % b V "/v 
ImM EDTA) ffllK £ *> ^»<bL> SfrfcfcJH* Lfc "7 -^-»_LK 

<b*LS 0 If l~3Hi^^ s , 

>*0^>f yojHflfla^^fb^^itjW^-CJbO CM. J. Evans&tfM. H. Kaufm 
an, ^f-*- (Nature) #292^ 154H, 1981^ ; G. R. Martin ^Dy-f 
-f y>f7s • • 3 • TXT* 5. - • • jc>x • ( 
Proc. Natl. Acad. Sci. U.S.A.) H78^ 7634H> 1981^ ; T. C. Doetschman 
v>-^-;v • -XT • xvr'Jtny- • T> K • jc^x^'; ^ >^;v • ^e;i/ 
7*D^-, 087^ 27M> 1985^] , ^<OEStt^j^*t#^^ 
^^<^DNA^^«(i> << "St hnK^lti^fSlflOFP R L 2 £ £l± 

*^<ofp r l 2 <omm,&mmmm^^x^mx^ho 

[0 10 4] 

#§&^ODNA3&m^^fc MfcfLIM&tt^ IfclWOmRN A**r<&fcl2rt5fc* 

fflIE# 2004-3047212 



&£2 003-1 18760 



^-v: 95/ 



2|s:|&WWDNAi:A*tJfet>*ffiraamx.«:$* 4 6CltHJ: *K $»DNA^ 
#<7>DNA@5?iJ£7 p n-r£ "T 1 ; ^ -If- v 3 VJIWf* 

^fjt-f&o ^m^tt^i&t?(±IE't'fc^^^DNAM*^-o«i:A^W^^ 

^ l Tt^:^ o d n a m. z i> omm t oit^ ^ $ *t & * ^ 9 m w -c* & e 

LT^ftfclH'ffcti, illfr, *H^<?) F P R L 2 ^ nM^Ift^ f) ^ 
$»FPRL 2 0^xnf&S^£ffi#Hife&;fcKU frtLboMftfrttft 
WOFPRL2 *>**§&^£'IB#&fl& i t^T«§ & 0 
[0 10 5] 

i-^^^t: hPifLl&^lcJt-<T, &te=Fmffl%m:Z-tz£ »)*f^oDNAli: 



mtEJ|#2 004-3047212 



!$m 2003-118760 



i—i? : 96/ 



-mw±> #^hi^^lt > je^#i, *^e^ =f- ym.m~%%> 

[0 10 6] 

(12 a) ^^ODNAco^l^ft^^^^^Hi-^^tc^LT^-^^ 

*%w<vdn A%wFmtt vm%W)^d^ *5£m<DDNA<7>xm*?im%t* 
m*? v --yyiimz&^xm^hti&^mnnDN a5&wf£#^ vm% 



aifiE#2 004-3047212 



#M 2003-118760 



: 97/ 



4t^, »ttm^, 

[0 10 7] 

i; y^mz&^x, umfowizu,mt&wz& l *L?zWi&, m*. 

l£ , ^^gj^Oife^W^ 1 0 %J^±> #r t L < (i**J 3 0 % &Ji, J: *) 0* 

Hf^m * M-t *> thx m^-r zzttfxz&o 

Addison' s disease) . SSftilttiiliti, ^*ttxij^7h-f^, ft* 

s*-*>v>m, ^^mittfiam^b^ (als) , ^>fxis5^) , ft 

1£ v 3 y * . ^7 A H>ttlfcjfo.^ b^rv^ya-^ ^fSS£) ^ ife^W^m ( 
m, ? n - >#§ (Crohn' s disease) > «i»l!fc*:fl§*&) . i^ttJJifr^m (#!)> 11 

miE# 2004-3047212 



Sfrffi. 2003-118760 



98/ 



oj^fcLT«±. ^a^fl9jc«=#**LS« («, mast, mmm*?) m 

tttimtmtL^o iOiHtttUli, «x.tf, (Witlf, y 

L fc*»9i ©FPRL2fcV^K^f Kt «>*§£i£ £ fc ti v ^;W5ji * ^ 

l»?LIW (fllitlf, t7y, :/*\ 

*rr, H*tLr^#i"^ £ fc^fl 

*)mmt$>&#, Wilt Kft^fcSPtfcM-***, -HKMfcife£&# (# 
I60kgt LT) K*5V*Tt;J\ -Bt:oli^ll^0. 1 - 1 0 Omg, 
ifrt L < 1 . 0-5 Omg> <fc L<*i»l. 0-20mg^4t^ o 

£^Ti>m%2>a>K mux, mt^mirmm^-cm^ ^mbm (#16 o 

kgtU) »C|8:#-t&#^ -HiwO^tSE-fb^Sr^o. 01-30mggt 
, Sf£L<*iffiO. l~20mg^ i^iKli^O. l-10mglS 
^«Mi:J: ^4t^^WIS^^o ^»«JO»#*. 0kg 
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[0 10 8) 

(1 2 b) #3§IE<7>DN Alztt-tZ-fu*- ? -Ofg&£<&t£*:{i|S*1-&>fb 

NA^l^'f - 9 -mtt*m\-th d i: £ J: «9 ^i&ttttS *U f£V*°- * -fcfig 
WH^O D N A C*rt-6 ^e - ^ - ©iHTtHi L H i t, 

— IfiMB^ (1 acZ) „ nT^14T;V*V 7*^7 r * - itfc^ £ li ^ v 7 

h m&M®"? »± > - * - afe^^f&W O D N A £#1" * 7* n * - * - o£ 
ETi:^4tS©-C, Vtf-^-iHEWa- K-T*i»»0|&m* h 

$^OFPRL2^n- Kf & DN AfIJ^>-g|$£7vJI§Wgl3fcO p 
hy^-Hfjfrfe^- (1 a cZ) •emttv^M, ^ % #f§9!<7)F 
P R L 2 <D$m.-f 2>®MX\ *&W<0 F P R L 2 <Ditt> *) K p - if J 9 Y v ^- 
•tf*%at*o tot, ®!x_{£, 5-7 , n^-4-^nn-3-^K'J;v-^ 
-^n^/yK (X-gal) (OSLTtep-X?* hy^-^Sgi:^ 
*KH«rffl^T»rfei-*ii:^J: I), fiSft:$H^OF P R L 2 Ol&IWMfcrtK 

(PBS) -e&il^ X-gal £^tf&fei£T% ^zai7t»4 3 7W 



miE# 2004-3047212 



#M 2003-118760 



^-v: 100/ 



T\ &J3 Ofr%^LimmELl&mttz&, aimimM EDTA/PBS 

£rt*Uf UcZia-mmRNAifttBUi 
J: v-^o 

-LIB*? y -~>^fe*fflv^T#'btL^^%*^{±^<7)il(i > ±|BL^ 

^coi^^tat Lxii, wx.if, (iit^ mm. ';>m, ^bjc* 

[0 10 9] 

^m<OF P R L 2 OS&SISri&lt U iFPRL2 O^fc^St?-* i tri*Tr § 

3kh^of p rl2 (Dmrn^izmmi-zmmn^m • 

TyWl (Addison' s disease) , gfi^tttiitfi, £#14 ^ V * h 

-rx, *tett&p« mmjkRmmmmmm 

(£, TW^**-m. /<-*>y>*, ffi£lfittlHX%ft*E (ALS) , i-f 

xr^) , §tjni£, m&ak w. wmmv **^*\ wwmmrn, v 

mimmB (Crohn' s disease) , , jfefete/Sfr 
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#3&1W O D N A tcSft * "/n * - ^ - nStt *: Bft*i- * \ b^t? 4 fc (i * 
$f|OFPRL2«^SfU iFPRL 2©«ffi*a*t*ii:* ,, Cl 
&<DX\ fllxJ*. ^H^FPRL 2*>5&Kit£fcW****iJeU Wilf, 

[0 110] 

IK* ? y - - > «b tt^b^ s (i <7>^ £ &m-t & mm J i ^ fltrfS 

* fb£i&J S: ^firi" * E^I5 4: Rl* H U T * i S * o 

»*m&£Lf&«& (flflx.^ 7^, t^x, *r;weyK * 
v> *rr, -tf-^fc^) tJtLTS^t-Sifc^iio 

$M*t±**J&** 0dx.tf, *3&WODNAH*ri-*yn^e-^-fiHi«:i6ji-f a 
fb^tf£0Pi3^-r&*§£\ -*WKjfc|jgJfe# (#16 Okgt It) £fcv>T 
ti> — BKo§iHfc£^£|Sjo. l~100mg, L<li|M. 0-5 0m 
g> i *9«P2 L< fi&Jl . 0-2 0mgS4tJo ^P^^^-S^ii, 

W O D N A * 7 n * - * Him =HEiI-t- & < b-frfe * ftftWJ ^bt-m 

. 0 1-3 OmgSJK, jEf*L<f±&0. 1 - 2 0 m gjgJK, X *) fti t < t±ft 
0. 1-1 0mg*iJg£i!£M&g*Ki m<DW}^<D 
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Sfc, *5li90FPRL2©'/D*-^-S«mt*DNA*foT, 

[0111] 

UPAC— IUB Commission on Biochemical Nomenclature <£. Z> B&-^*^ •?> 
5 y^Hbjfe**ttfr***«)#**^ti, #C^L^lt*t(f L^^r^-T^^ 



DN A :ft^y'J**« 

c D N A *. ftil^ifft ft^-y 17 

A : 7f-> 

T : f- ^ > 

G : **r-> 

c : v h v > 

rna iv^flffl* 

mRNA : p< y-t>v>-';^m 

d AT P : ft^fvTf; v>=V >m 

dTTP ift + ^f^^VHT/R 
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dGTP :ft^y/7/-»E'J>^ 

dCTP :ft^yyfy>='J>t 

ATP :7fyy>H'J>^ 

EDTA : xf V>y7< >E3^ 

SDS : Kf*y;«th'^A 

[0 112] 

G 1 y ! ?V v> 

Ala : 77-> 

v a i : ^ 

Leu : n ^ v > 

lie Mvn^fyy 

S e r *. -b ij > 
Thr 

C y s I v^T"^ > 

Met : 

G l u : 5 >m 

Asp : 7^^7^>^ 

L y s : U v> 

Arg : r;v3r-> 

His : 

P h e : 7i^V77-> 

T y r : ^ n v > 

Trp I YV7h7T> 

Pro : 7n 'J > 

Asn : tx/i?*f> 

Gin I ^ > 

p G 1 u : n^/u^ 5 >m. 

* : fciha K> 

Me : 
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E t 
B u 
P h 
TC 



:f7 > /'Jy>-4 (R) -*;vm? F 



[0 113] 

Tos : p — ;v 

cho : 

B z l : ^>v;i- 

Cl2Bzl : 2, 6-/^nn^>y> 

Bom :^>yWy^fiV 

z : ^>-/;vt^y*;wf- ;v 

Cl-Z ; 2-^nn^y W#y*^-^ 

Boc : t — A'tf*— A' 

DNP : hn7x/HV 

t r t : W 

Bum : t - 

Fmoc : N- 9-7;v^-v— h^v*^^- ;v 

HO B t : l-tKQ^y^yXb'J7y-;V 

HOOBt : 3, 4-^fc Kn-3 - fc Kn*v-4-**V- 

1,2, 3-^>/f'J7yy 

H O N B : 1-fc /HJOP* >-2, W ^ Y 

DCC IN, N' -^y^n^y^^MvM^ K 
[0 114] 

E*!l#-5-: l 
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: 2 

hfi*FPRL 2 Ki~^> c DNA^SBB^JSr^l-o 

@e^iJ#-^ : 3 

GHRP- 6 COT 5 /WJ^fto TrpliDftt^o 

@e?y#-^ : 4 
: 5 

tMRFRP-l-12 (hRFRP-1-12) <DT ^ J WMn^-fo 

mm^r : 6 

T^M-^-n^-/?- KY (pNPY) ©7 5 7 ^S^iJ&^-To 

Be^J#-^- : 7 

k: M-a-n^y>C (hNeuromedinC) <7)T5 y ^gc^^f 

o 

[0 115] 

immm] 

?u--y? (Molecular cloning) KffimSfrTV^^&K^ofco 
[0 116] 

[mmm 1 ] r^y 2 v - > c AMP^soM^mco»ii 

CHO» 1 x 1 0 7 c e 1 1 s^i^— H&3 7 °C> CO 2 ^ 
-T^#L£ 0 0. 5mM EDTA/PBSt:t»I^U PB 

SXmJ&Zmm^ lxl07cells/ml <7)&mXB uf ferl (HB 
SS + 0. 1%BSA. 2 5mM HEPES pH7. 3> 0. 5mM IB 
MX) izMMLtzo Z<DmJ&mmm4 40 M I tT)ls~7 TX?V-yc AMP 
assay kit (Parkin Elmer) Want i - c AMP a c 
ceptor beads 22^1, Buf ferl 638^1 U 
6fe96we 1 1 7V- h (C o s t a r) £.1 0 M 1 fo^Lf; 0 
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*73-)\sK*? i)-->?1r2>lk&%!)$:B u f f e r 1 -C#ffcfc&v>li?#J!& Lfz i> 
<DZ 1 0 M 1 -fojjnx-^o CIOBtN TV- h^O— ^JtilfflM^^^XtL-f a n t 
i — c AMP acceptor beads 9//K Buff erl 4 4 

i ^ i (Dfrtm.^ tzmt u <b^o>ftt> *) ic c AMPoM^j£;&n;L> x ? 

LoRltfc, 3 0^ Wt^^J-^cAMP assay k i t OB 
iotinyl camp 20// U S t rep t av i n donor b 
eads 82/iUBuf f er2 (HBSS + 0. 1%BSA. 2 5 mM 
HEPES pH7. 3> 1. 5% Tween20) 4 0mn:<fcx.m 
f^x;n;3 0 y« 1 i* ojjnx.fco Ifit3 Ht^T^- h n 
L«7\ Fusion* (Parkin Elmer) IwT^^jRSrffilJJc U 
7°U- Y tzMz-tz c AMP** K^fflv>t#-)i*c AMPitJg=Sr# 

ffiLfeo tMFPRL2MCH0fflW^ 3oot-77VGI6Sft 

P R L 2 HSC H Ottl^Ltillligcttft c AMP m^PftflfiHt*^ 

It-SlV: MFPRL 2^»^i-^>^fDtt*^ftt7 l Co foif, 
o^C*S7^ K^^f-K^ H hMFP RL 2HICHOttWlT«l| 

[0 117] 

[£tttil2] MFPRL 2#^«rtc AMP14«IJfStt^ftC*S 
T ^ K^y^ K 

mmmiT^ vmFPRL2KttLx%i&<D&t>titz^7°?-v<D7*>, 500 

^7^K (GHRP-6> SCPA, hRFRP-1-12, pNPY, 33 2:1? 
hNe u r ome d i nC) £31iRU H hMFPRL 2 cOtS^H MFPRL 
1, t MFPR 1 lztt-?2>KJB&*timL?z 0 ^(Om^k, Ztih<Ds<-7?-Vte 

, t: hMFPRL2^#M«J^»l*lcAMPm^ifP^JtSte^^t7 t c (EI 1 ) o 
[0 118] 
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L 2 L< (±^<7)^55-^7°^K^n- Kt-&DNAIi, 011 x. If, WJgL^ 7ViV=T 

^f-f^> §£-£/u ugauiiu flg«g, sisitfMi, wi, $^ 

I> ^14^b^> 7*7A/f«7-fi, /f-*>v>», fl&$lftttllf?&fk*E ( 

*^FPRL 2, -€-«)fflJ^-/^-K*fcl±-€-oafcy38 p >.K^'/^Kfc* 

[0 1191 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Screening Method 

<130> B03107 

<160> 7 

<210> 1 

<211> 353 

<212> PRT 

<213> Human 

<400> 1 

Met Glu Thr Asn Phe Ser He Pro Leu Asn Glu Thr Glu Glu Val Leu 
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5 10 15 

Pro Glu Pro Ala Gly His Thr Val Leu Trp He Phe Ser Leu Leu Val 

20 25 30 

His Gly Val Thr Phe Val. Phe Gly Val Leu Gly Asn Gly Leu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Asn Thr He Cys Tyr 

50 55 60 

Leu Asn Leu Ala Leu Ala Asp Phe Ser Phe Ser Ala He Leu Pro Phe 
65 70 75 80 

Arg Met Val Ser Val Ala Met Arg Glu Lys Trp Pro Phe Ala Ser Phe 

85 90 95 

Leu Cys Lys Leu Val His Val Met He Asp He Asn Leu Phe Val Ser 

100 105 110 

Val Tyr Leu He Thr He He Ala Leu Asp Arg Cys He Cys Val Leu 

115 120 125 

His Pro Ala Trp Ala Gin Asn His Arg Thr Met Ser Leu Ala Lys Arg 

130 135 140 

Val Met Thr Gly Leu Trp He Phe Thr He Val Leu Thr Leu Pro Asn 
145 150 155 160 

Phe He Phe Trp Thr Thr He Ser Thr Thr Asn Gly Asp Thr Tyr Cys 

165 170 175 

He Phe Asn Phe Ala Phe Trp Gly Asp Thr Ala Val Glu Arg Leu Asn 

180 185 190 

Val Phe He Thr Met Ala Lys Val Phe Leu He Leu His Phe He He 

195 200 205 

Gly Phe Thr Val Pro Met Ser He He Thr Val Cys Tyr Gly He He 

210 215 220 

Ala Ala Lys He His Arg Asn His Met He Lys Ser Ser Arg Pro Leu 
225 230 235 240 
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Arg Val Phe Ala Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Tyr Glu Leu He Gly He Leu Met Ala Val Trp Leu Lys Glu Met Leu 

260 265 270 

Leu Asn Gly Lys Tyr Lys He He Leu Val Leu He Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro He Leu Tyr Val Phe 

290 295 300 

Met Gly Arg Asn Phe Gin Glu Arg Leu He Arg Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Thr Glu Val Pro Asp Ser Ala Gin Thr Ser Asn 

325 330 335 

Thr His Thr Thr Ser Ala Ser Pro Pro Glu Glu Thr Glu Leu Gin Ala 
340 345 350 

Met 

<210> 2 
<211> 1059 
<212> DNA 
<213> Human 
<400> 2 

atggaaacca acttctccat tcctctgaat gaaactgagg aggtgctccc tgagcctgct 60 
ggccacaccg ttctgtggat cttctcattg ctagtccacg gagtcacctt tgtcttcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcaac 180 
accatctgtt acctgaacct ggccctagct gacttctctt tcagtgccat cctaccattc 240 
cgaatggtct cagtcgccat gagagaaaaa tggccttttg cgtcattcct atgtaagtta 300 
gttcatgtta tgatagacat caacctgttt gtcagtgtct acctgatcac catcattgct 360 
ctggaccgct gtatttgtgt cctgcatcca gcctgggccc agaaccatcg caccatgagt 420 
ctggccaaga gggtgatgac gggactctgg attttcacca tagtccttac cttaccaaat 480 
ttcatcttct ggactacaat aagtactacg aatggggaca catactgtat tttcaacttt 540 
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gcattctggg gtgacactgc tgtagagagg ttgaacgtgt tcattaccat ggccaaggtc 600 
tttctgatcc tccacttcat tattggcttc acggtgccta tgtccatcat cacagtctgc 660 
tatgggatca tcgctgccaa aattcacaga aaccacatga ttaaatccag ccgtccctta 720 
cgtgtcttcg ctgctgtggt ggcttctttc ttcatctgtt ggttccctta tgaactaatt 780 
ggcattctaa tggcagtctg gctcaaagag atgttgttaa atggcaaata caaaatcatt 840 
cttgtcctga ttaacccaac aagctccttg gcctttttta acagctgcct caacccaatt 900 
ctctacgtct ttatgggtcg taacttccaa gaaagactga ttcgctcttt gcccactagt 960 
ttggagaggg ccctgactga ggtccctgac tcagcccaga ccagcaacac acacaccact 1020 
tctgcttcac ctcctgagga gacggagtta caagcaatg 1059 
<210> 3 
<211> 6 
<212> PRT 

<213> Artificial Sequence 
<400> 3 

His Trp Ala Trp Phe Lys 

1 5 
<210> 4 
<211> 11 
<212> PRT 
<213> Aplysia 
<400> 4 

Ala Arg Pro Gly Tyr Leu Ala Phe Pro Arg Met 

1 5 10 

<210> 5 
<211> 12 
<212> PRT 
<213> Porcine 
<400> 5 

Met Pro His Ser Phe Ala Asn Leu Pro Leu Arg Phe 
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15 10 
<210> 6 
<211> 36 
<212> PRT 
<213> Human 
<400> 6 

Tyr Pro Ser Lys Pro Asp Asn Pro Gly Glu Asp Ala Pro Ala Glu Asp 

15 10 15 

Leu Ala Arg Tyr Tyr Ser Ala Leu Arg His Tyr He Asn Leu He Thr 

20 25 30 

Arg Gin Arg Tyr 
35 

<210> 7 
<211> 10 
<212> PRT 
<213> Human 
<400> 7 

Gly Asn His Trp Ala Val Gly His Leu Met 
1 5 10 

[Ml] FPRL 2 ^M^/:CHO»C#i'J Hf> Y^f- YtmULtz 
tifOmUnc AMP££*0#tt^*P^fc*&**^i%, mockCHOliF 
PRL 2 *^$W^v»CHO**, hFPRLKithFPRLl^ 
^IZlttzCHOfflm*, hFPRL2!it hFPRL2^I?^:CHO« 
hFPRllithFPRl S:HI$^;CHOtt^to $t$!U±P e p t 
i d e (nM) ff> V KOfM^^to ffi$k<?> Inhibit 

i o n (%) V<*-f* YZm\\Lfzm<DM%m c AMPM^»U^ 
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[mi] 



o 

g 

u 

§ 



i 




5-1 £ 



SZ9S9Z,<T0 



SZ906*C 



SZ9 # SI 



FZ9 



OSZ 



0001 



SZ9S9£6*0 



SZ906-C 



SZ9 # SI 



S*Z9 



OSZ 



0001 



SZ9S9£6*0 



SZ90ff£ 



szrsx 



srt9 



§2 



osz 



oooi 



SZ9S9L&0 



SZ90tf€ 



SZ9-SI 



FZ9 



g 

CO 



OB 

f 



osz 



0001 



SZ9S916*0 



SZ906-C 



SZ9'SI 



rz9 



osz 



0001 



S S 8 



>s s s s °s s 



°s s § s 
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mm 

pi-cot ^ y m@5?ij£^r-t-& Gifii^ss -^ee^ ^(i^oii^ 
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